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(57) Abstract 

Novelbenzimidazole derivatives represented by general formula (I) or pharmaeeutically acceptable salts thereof wherein R, 
represents carboxy, estenfied carboxy, carboxaraide, amino, amido or sulfonyi Because of having hypoglycemic or PDE5 inhibitory effects 
these compounds or salts thereof are useful as remedies for impaired glucose tolerance, diabetes, complications of diabetes insulin resistant 
syndrome, hyperhpiderni^ atherosclerosis, cardiovascular diseases, hyperglycemia, hypertension, angina pectoris, pulmonary hypertension 
congestive heart failure, glomerular diseases, tubular interstitial diseases, renal failure, angiostcnosis, peripheral vascular diseascTaZiexv 
chronic reversible obstructive diseases, allergic rhinitis, urticaria, glaucoma, diseases characterized by abnormaiiry in intetinal Totilirv 
sexual impotence, nephritis, cancerous cachexia, or post-PCTA reconstriction. 
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R*iCD-5%fr£»ifts) 



(StRir, Rsr, R 3 fttiiil3i:H»0»«|tftSU R^liHuSSOR^ R< J 
Rii<D-5t>fr&»«xS) 
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h;u##K vx^^^ wi/M, ir*^ h;i/#«f, 7g*#*k i^i^ft: 

Jl/H* sec-^>fiH^ t frits 2-J.?)l>7? 

)m. l, i-5/7W^;i/^ 2, 2-i>**3 L ;b^;i'g, 3, 3-^^^ 
n-^*^*. l -^x^^>f-;^ 2-^f-;i'^>^;i/g 
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*;i/7*-;uat 3-x^;uy^-;i/S, l, 2, 

3, 2-*j**)\,7*)\,& 1 -x^;u- 1 -t?-)l7n¥)i£ 

2-x^;i,-o^;ug v 3-x^M>WS, 4 -xf-;^>f-;^ 
1, l-i?^M>fjH, 2, 2-^^;i^>-^;v5|, 3, 

Dtr^g. n-y^Jl/g. i-r^/i/*^ sec-7fjH N t-r^;^ n 

. 3 -^;i/^>^;i^ 4-^^;i/^>^;uS, i -x^ji,7fM, 2-x 
^Jir^)im, 3-x.?)l73-)\,^ i, l-vy^^^T 1 ^ 2, 2->^ 
f-^u^^S. 3, 3-s;^^;i/^;u^ 1-xf ji/-i-^^7D^;i/l 

Jl3k 2-x^-;i/^>^;uS N 3 -x^;i/^>^;i,g N 4 -x^^^f-;^ 
1, 1 -^^;i/^>^;i/gv 2, 2-y^^;b^>^*;i/^ N 3, 3-s;/^;u 
4, 4-^?-;u^>^g N 1-7dk;i/^;h, n-#^ 

4-^;i^:r^;i^ 5-^^^^r^;i/S % e-^^r^s. i-x 

2-^7-)l>^*is)\,^ 4-x^;u^\ 
*->;u^ 5-x^;u^^>;i^ 1, 1 -v^tJWv^S/;^ 2, 

?flr^**s)i& s 3, 3-i>^^;u-v^^;i/S, 4, 4 -v/^-^v;^ 
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l-T^-UX 2-^-U>v 3-^t 1 -U>, l-^>7 L -b 2-^ 

7;^d^W^ h 'J 7;i/*py^-;i/Sx Jdd^^s, i;^DD^f;i/S 
, h'J^DD^^H, rD^e^^S, ^7d^^M, MJ7n^^;v 

1 -7;^Da:^;i/Ss l-^DDXf;i/S, l-7D^xfM, 2-7 
□ xfJH N 1, 2-^^nnai^ J ;uS, 1, 2-y7D^xfM N 2,2, 

2-h'J7;^oxf;^ ^7*^7;^dx^s, 1 -y^uyu tr;ug 
, l-i?DD7Dt;H, 1-7d^7d^;1/S, 2 -7;i/tn7n t:;t^ 2 
-^dd7d^H n 2-7Dt7D^I, 3-7Wd7d^S, 3-£ 
DD7Dt;H, S-rD^rnWl, 1, 2-^7Md7p^;H, 1, 
2-y^DD7Dt:;VS, 1, 2-> ? ^D^7'Dt:;^ 2, 3-y7;btD7 
Dt^;iS s 2, 3-^^pd7d^s 2, 3-^7D^7D^a s 3, 3 
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. 3- h 'J7WD7D^ 2, 2, 3, 3, 3-^>^7WD7D^ 
£^ 2-7Ji/^D^7 L ;i/^ 2-^dd7^;u£, 2-7D^7f;i/S, 4-7 
;^D7fiV& 4-^DD7f^i, 4-70^7^^ 4/4, 4-hU 
7;i^D7^;u£ N 2, 2, 3, 3, 4, 4, 4 — ^7^7^D7f;^ ^ 
-7;U:*D7>;i/g. 2-7;i/^"D^>5 L ;V^ 2 -^DD^>^;ua| x 2-r 
d^^>^S. 5-7;i/^n^>^;i/S. 5-^dd^>^s, 5-7o^ 

2»7'D^^^r^;i/S. 6-7;P^"D^^ri/;U^ 6-i7DD^i/ 

6-70^^^^ ^^-7;u^D^N^r^;i/S N 2 -7fr*v\7i-)\, 
& 2-^DDA7fM, 2-7'd^^7'7 1 ;uS, 7 -7;b2j-D-v7*^;i/Ss 
7-^doa7^s, 7-^d^^7*^;u^ i«tV^-7UD^7^i 
ftiT^tf fens. 

=*->S^ n-T^V**^^ i -rf-JI/**^*. sec-7^T^>I s 
t n-^>7-;V^*2/afc i -^>filt^yi, sec- 

i^^>S, i — t-'s*^**^ sec-^*$/;u 
2-^^;u^>^;u^^i/S, 3 -*3-)\,^i>3-)\,**r*s^ i-x 

2, Z-t/trfrr+Ji***,^ 3, 3-i?^f-;ur^;i,^5/a. * 

xh^ri/S, n-7D^t^ryS> i -7*n n 
-T^;!/**^** i - 7^1/21-*^ sec-7W^>S, £«fclM - 
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S/^u7d^S % y^D7WS, ^^D^>^;uS, ^£d^^>;u£, £ 
;i>3S, xh^>^f^ iht^M, xf^>/ 

^^r;i/Ss i-r*\M/;**$/**\/l/S^ i -T^b^S/xf-;^ 

& sec-7fm^xfM, s e c-r^**2/7*ntr;bi N sec 
-r^;i/^^rf/^;u^ t-y^;i/^^r^^^;^ t -:7*-;m-*5/x?-;u 

^>f;Ptir'>xf;i/S^>f;w^^7D^I, 

1 - 2 ©T-^MSfcHi^ufe tOtfW 6ii* 0 
h ';fi3R7^*;i.s/y;i/ffift7*;!/*^*i:tt, h'J^^i/U^S, h»;x^ 
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-7D^7>;g, ^-73-^?*;^ i-y^-jiTUm, sec-7f 
sec — ^W^S, t-^>W;yfi, 2-^f-;i/^;i/T^ 

^^Sn 3-*^;t,^>?-;i^ 4-^^;u^>^t= y*. i - 
if^^A7^S, 2 -xW^Jl7;;S N 3-xfjl / 7f;i / 7=;g 

s i, x-v^^-^y^-^rxj^ 2, 2-s;*?-;i/:r?-;i,7's;s, 3, 3 
"i/^f;i/7W7;;S, &J;TM -x^- l - ^fJi/7nt;i/7;;S^ 

fi«r * *;Hr *at h bfcKJK ft 6 £ r o K»R£ <* v»*ttT;u*;uf-*«T 

n-T^l/xtfg. i - s e c-7*;i/*-*S, t -7 

n-^>^;i/^^Sx i-^>f-;uf-*^ sec-^W 
at t-^>^^^g, 2 -^^i/T^i^*^ n-^wu^tfg, i- 

jifz-frtta^ i, i -s^f^r*-^*-*^ 2, 2-^yf-^yf-^^^- 

*> 3, 3-^^7-;V^;uf-^, *J:tf l-xf;i-i-y^7Dt:w 
tfSfcKirtWSftS, S&CffiiCtt/f-^?-*^ xf-;u?-*£ x n-7D 

t:;^**, i-7D^wi, n-^v^g. i-^n-^a, se 
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tlZo 

r ; i/ * ;i> £ £ S ft u fc 4> © -e* 5 0 

t -^*i/)l**i'tUl>tf-)\'&. sec ^yjl/t^y^^^-^ 

1, i-'J**^?*^**^*)^-)^ 2, 2-> ? ^^;i/^^;u 
3, 3-v*^;i/7^;i/**:>*;u#-;i/fi, 1 -x?-;u 
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tf-;ug, n-^>5 L ;u*;i/^-;u^ i—*>f-)i sec-^ 

& n-^iwi^utf-^g, i — <*is)\,%)\,X-)\,^ t — 

3-^;i^>^;i,;k;v#x;i,g, 1 -x^vr^yb^tfx;^ 2-x^;t, 
y^;u*;i/^-;i/a, 1, 1 - VA3-?\,7*)),*)\,tf=.)],& 2, 2-i?**}\, 

x;t,g, l-rDy^^^S, 2-7d;s>;*;i,*x;i^ 1 
^x;^ 2-7*>x;u*x;i,g, 1, 1 -^^x*>;*;i/*-;i/gs 
1- (2-^^;i/7-p^» 1 -^>* >;ui/*-;u^ 2-^ 

3-^>*>*;i/*x;i/g, 1- (3-^^;i/y^>) 7 

Sx 2 -^tf^aji^xji/g, 3-^^^>^Jb^x;u£ N 1- (2-^^;u 
^>*>) *;u*x;i,g x 1- (3-^^;u^>^>) *;i/*x;ug s 1- (4 

7#>X)i*-)\,^ 1, i-y^f-;w^>^;i/*-;^ 2, 2-^-^u 
7*>*;u*x;i^ 3, 3-S/^;ut^>;uu*x;us, l-x^-i- 
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Tl>-;t/;ui/*x;i,g£tt; x ^>-b*>^;u^-;i/^ h;i/x>*/Vsfc-;i,a % 
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, -fv^'JM, *r\/y;uak f7^77>j;«, -x>y7 5-;ua. 
>y7 7^ ^7^-7^1/-;^ 1H-1, 2, 3-hU7yiJ;H N l 
, 2, 4- Hjrvf erh^yy;^ 7U;v^ *-x-;i,at % trn>y;u 
-r s^i/y^S, KUv^j, -f>MJ;i>s % ^>x^**vy;i/g3i 

o 

BJEoaxsfiar^^i/STBifcsnfcr^^xsjsiftu a^sea:?** 

;v±;w ve^f ji/S t H\ lit: y s;;M ^;u*;w^ -f J: 9 CISE© 
*tKy ^;u*4:o-3fc»^i±, 2-ey$;;i,s, 3 -try % 
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kitt^^n [i, 5-b] truyy-juajf) * h urvptru 

HK«K?lfct*L3fl£;£ra7fc^Ll 2i, L < tt 9 f-fctt 1 OgcD 

Kyf77-7^1/-^ (fckxfc£4H- 1, 3-yf7t7^V-;k 1, 4 - 

fckxfcf^W [a] *-*7x^;PSfctt*(DS, S--K<btt. -<>vr [b] 

-a*JR : 3Fl&lMy4«**iJ-a3 3&^U8fls »£U<tt5£fcfc*6H<M4a 

y$^#J:tf*©N-:**»>f h\ eiUS- 7 ^ fcr^s^k b'»J^^-;K h 
■J7\>'j;u (fcfc*.«4H- l, 2, ih-i, 2, 3-h 

'JT^/U;k 2H-1, 2, 3-h'J7yj;^^)s Th7^ij;Mf:i:ili 

AK4, 5-vtKn-l, 2, 4-h'J7'>-Jk 2, 5-^fcKn-l, 2 

, 4- h 'jrv 5 -;^^) 
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-SRJR? l«:l^4H*#t5 3«c^U8H, »3l b < tt 5 £ fctt 6 MOfiglD 
-RSfi-f 1 1 * ^ L 2fid3it5S*JR? 1 &t>b 3®%%TZ 7 &u b 1 2 

vu;k (fcwm, 2, 1, 3, 

4-**^i/Z\/U;K 1, 2, 5-my7V'j;i/^^^; 
-RSJB^l fc^b 2 tfMiiH? 1 =&v% b 3 3 b 8 1, # 

Ki/<tt5^&i46e©«a»a**aiai, tctui^ji^^-)^^ ; 

-^SJI^l^uU2l@^<J:U r ^iiTl^^b3ii^Wr^7^^bl 2i, 
#*L<tt9Sfcttl 0H®7fin«£&*K£ (*?£b<&-JS£) , fcfci 

-^pP^^ 1 l^v^b2iii?<t^^ig^ 1 £^b3{i£Wt*3£^b8P, » 

VUjk ^7yy;w f'r^7yj;i/ (ftkitti, 2, 4-f7s;7yij^ 

1,3, 4-f-rs;ryU;K 1,2, 1,2, 3 

-5ii«li^l^V>b2(i^J:U r g*jp^l3&v^b3<i^^r5 3)5:^b8g. ff 

-mm* i ffi^^r s 3 s^l 8 »s u < a 5 * tut e fta^ianauKW 
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vrDtji/x^fiK rf-;i/x^x;K -fvrwxxf;k 8Ea^;i/xx 
^v^I/x^t 1 ;^ ^^i/M^ri^ir) > c©M7;^ji.x^t^ 

(S«7Vb*y>f n****> ((&&) 7^*;nxr^ [fcfc iar-fe h*^^;u 
xx^;k 7nkr*-;^**>^f^x^r;k ^ u;u^i/^^-;i/x^x;u 

^^^y^JlxXrJW 1- (£fc&2 -) T-fe h * vx^x^Jk 1 - 

(£fc&2- N Sfcii3-) 7*h*^rpi;;i/ixr;K l- (£fc&2 
^ 7^ ii: 3 - x SfcfcU-) T-b h^y^xxr^ 1- (£fctt2-) 7d 
K^x;^*«>x^xXf;K 1- (£fci±2-, Sfctt3-) roWxib 
^^5/7Ptr;i/x^f^ 1- ($fctt2-) ^ 'JJb^yxfJlx^fik 
1 - (££1*2-) ^vr^ijm^x^x^r^ 1- (3£fcli2-) t: 

x^^;k ^V7f>J;^^ry^^x^f;k 2-x-r;i/yf-'j;i/^^r^^^ 
Jl^x^riK 3, S-^f-^r^V^^^f-^x^^K 1- (£fc&2 
-) ^v^HWu^^x^x^^vfcir] . {S&t^v^x^x^ 

) 7i^;i/x^7^ (f^x.[f2-^'yJl/x^xXr^n , 
^SfcttbV) ad ?fr*%xZTr)l> (fetx.K2-3- h'xfjbx^ 

tVK 2, 2, 2-h'J^DPx^x^r;^if) ; ffi»7;i/3*$/jb;i^x 
;i^**> ({£&) ^^;i/x^^;i/ [fekiB^ Y*i/-h)iX-)\,jr*i'M-)\' 
x*^;k xF^r^i;i/!lf^*S/y^x^r^ Td#* v£;i,#x;i/;a- 
*J/^f;i/X7r^ *=«>^h*S/*;i/#x;i/**2/^^;i/x^^;^ 1- ( 
$fctt2-) ^ h^yjjj^xM^^xfibx^rjK 1- (£fcl£2-) x 
h^ri/^^^x;i/^-^ri/x^;vx^x;u, 1- ( S li 2 - ) ^V7DW3tl 
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/^-J^^^i^x^ri^if] , 7^U^'Jt : > «£&) 
Jl, £tzl* (5-&&7)llr)\,- 2-**y- 1 , 3 - i/X* 4 -4 )l 

) mm 7)1*;13lZt)V [tzblLtt (5-^;b-2-**v- 1 , 3-v? 
**V-)l-4-J)l) t^JlJiZTJK (5-x^;u-2-**y-l, 3- 
V-;U- 4 ;U) ^ ^t/XJX^k < 5 - 7D tTJU— 2 V - 1 , 

3-y**v-;u--4->r;i0 xfjixxrj^^] ; &&r;u>rx;i,x*:r;i/ 

i:* lil^U-C^T^J:^/ 7 ^ T^^f^x^x^ (££*£^>:/;i/x 

rJbxXrJk HJ^x*^;W *^>Xh K 'j;i/XXf;K h^v7 
x-;i/) >^-;i/x^^;K 3, 4 - V* 

v-3, 5-yiES17f-M>^xXr;v^i:) ; &^&g&g£'J>£ < h 
4) liS^LT^T*iV>TU— ;bx^f^ (££;it£7:rx;ux*x;k 4 
Du7xx;i/xx7;k h'J;i/x^fjk IEi7f;i/7ix^xxf^ 
ij;i,x*^;k * v^;i/x^^;i/, ^x;i/xXfA^i:) ;7^jyjvx^r 

^o^^^^^^ni)^^^^x^^;i/<boix/r^;i/^^x^$?^ u^jfc 

C1-C4) T;i/=J^ri/*;i/^x;i,$^lfeci:^'C§, §*$?£LV^0fcl> 
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. 1 -K^^-;u£;t,;*f-;K 4- ( 2 - 1 FD^yxfJl) - 1 - tr^5v 
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'Ok fiR^HI+S/^O-g^^;^-;^;^^^;^ ^ D 'O > ;< /i, * - 

*» 1 - 8 ©T;u*;L>;ui/*^;v*;i,M^;i> ( t -reO!/^*-;^^;^ 
-Ok rDe;^;i/^*;w^^K -fy 

;u^^;u*-;t,^;i,/^^; K 7x3 (fife) T;u*;t^*-;i,*;i,/^ 
-Ok F f Jgar;^;^;^z;b7j^^>f;K fi»r;i^**<£»;p;u* 

*>Ok 'j;^;i/^-;^;i^T^^^ij , enSo 

r 7 ^;u Sj ^LTtt, mmmr^^ %mwi7i/>K mmr^j^ 
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*h*5/*;M^;k x^^^M-iK rD^+J/AWz^ 7h**/i] 

SfR7^I/i:Lt{i, C6-C107D-f^ (fctiH'O^-f^ 
-f ;K *5/D-f/Ufelf) % N- (C6-C 1 0) 7V-)),13)\,;\=4)[, (fcfci 

KN-7x-;i/*;u/^^;k N- MJ;i/£;t^^;i/ % N-^7*-;io[?;wt* 

k*tttl*ar-fe^JK JfcjRaLrn/iy^^ tt*SI^#y^;K tK«9X^>^ 
>>-OK (tttt) r;u$v*;u (fch^lfS 

mmru^yjjK fafrnv^jj)^ g^>ry-fjK ass^^-t/^ 
; warn? u 4 n, ; auRa*^?* =.>\, ; a^^^^-^ ; 
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V^FSs h'j7^DBBs ~?W>B, fflEBft£©*«*;i/#>fi* 

*;i/*>Bflto«, avz;^-:^ 7*^5¥>B. s >Bfcir©Jfi£ 
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^;iO-2-x^;i^>X<f * jrvf-;^ 5-^>'l?>7^*-;i/A;i/;^^^.i-( 

DP^>i;;i/)-2-^^;u-5-(2-^-7^U>^;i/^-;i,^;i,;^>(';i / )^>X-r ^ ? 

X-f ;k 6-(i-:r#>;*ji,*-ji,#;un^>f ;i/)-H2-^DD^>i;w- 

2-**-;w<>X*f = 1-(2-^dd^>^;u)-2-^^;i/-6-(i-^^^>^ 
;b^-;u*;^^>f ;i,)^>x-< *#V-;k l-(2-£ d D"OS?;u)-2-*?-;i,-6 

;M ^-^ )-€-( l-:/* >^;i/4t-;i/3t?;i//^-f ;u )-2-/ >x-f ^ v 7-;k 

Z)\,7frzLjvii)),j^4 M-(t7 x=^-4-w ;M^;u)-2- h y 7;v^d 

-fehT*- h\ l-(2-J n D^>2/;H-2^f ;m-(2-t7* U >7^*z;b*;i.^ 
x-f;u)^>X>r X9V—fr^ i-(2-^ d o^>^;H-2-^f ;H-(i-^7j^ u > 
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>^>^;U^-;i,±;i,/^^;U-l-(2 ) 4-^^DD^>i;;i/)-2-pt^;u^>x^ = 
;v)-2-^^;i/-;>x^ * *V-;k H2-£DD^>^;i,)-2-*^-6-(a r Hu 

,5-^^^;i/^>-tf>x;u^^;u^;uM^^;u)-2-^^;L/^>x>f = l 
-(2-^nn^>v;i/)-2-^^;i/-6-(4-^ hD^>4f v^^^-ju^^/^^;!,)^ 
>X>T ^*V-;k l-(2-^DD^>i;;v)-2-^;H-[f( h >J7Wd^^ 
)^>-tf >^;U^-;b^;^^^;u]^>x>f ^ W-Jl, 6-(2-£ a ni>V 
;^-;^;w^>f^)-i-(2^DD^>i;;H-2^f;K>x^ 6 
-^>^>^^^-;w^;L,y^Y;i/-2-^>^;u-l-(2,4-^^DD^>^ji,)^>x 
•Y IW— )W 5-^>Hf >^;u^-;u*;u;^^-r;u-2-^>^;v-i-{2,4-x^DD 

;i/-4->r;i/^^;i/)-2-t Kd*£>^>t:^ * 6-^>-if>^;i,^-;i,*;i, 
>t'>x;^-;^;^>f;H-(t7x^-H;M^;i/)-2^ h*^>X 

> 6-^>^>^;i/^-;i/*;w^^JH-(t:7xzW->f;^f;W-2-n-7Dt: 
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X-r s V"J—)i, 6-^>-tf ;u*^A^-f ;i/-i-(hr7xr;i/-4->f 

;K 6-^>^>^il/^-;i/*Jl/^' : £'fil/-l-(^7xzjH-'fjMf;i/)-N-7D 

t^^'-oX-i' Si'V— 6-^ >-i? ;H-( 1 7 x z 

*;i/n : e^H-(t7xz;w4->fiM^H>7:'f = 6-^>-tf>x 
;^rj^;i/^T^;H-(2 ) 4-^7^^D^>^)-2-^^>X^ 

;u^>X>f ^ try— )K 6-^>-tf>^;i/^-jL^;i/y^^ >r;i/-2-^f-^-l-{2-- h 

~l-^>vji^>x-r s 6-^>Hf>^;^-;i/*;i/V^-r ^-2-^^;u 

»i-{4^>^;V3r^^^>^;i/)-2-^7-;u^>x-< ^ 6-^>-t?>7^ 
^-;P7 ^ ; ^ f ;h-(2-^ d d ^>^;H-2-^ ^;^>x>{ N-^ 
>^;u^-;b-3- [i-(2-^ dd^> i/^i/)-2-^ ^;i^>x-f < ;i/-6--f 
xnt:^>7^ h\ 6-^>^>x;i/^-;i/*;i/^^e-r;^-2-^^;i/-i-[4-(i J 

)-2~^;t/-5-(8-^y 'j>;;^-j^j^^i'H>x^ 6-(4- 
t-^^;i/^>4f>x;u^-;t/*;i/^^^;u)-l-(2-^ nu^>^;u)-2-^^;i/^> 
X-f 6-^>-tf>x;u*-;u^;i/;^>f ;i/-2-^^;i/-i-[4-( h U7ji/ 
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-Hf;K>x^yv-iK l-(t:7i-;H->f;Mf;i/H-(i-^>7;i 

^>X-f **V— l-(2-^ d D^>i?M-2-^f W-(l-^>^ 
fc/b/inc'f ;iO-*>X-f H2-^DD^>y;H-2^^H-[ (3-^ 

^7^» X;b*n;P3b;p/^^;i/]^>x-f $ ;K l-(2-^DD^>^ 
;u)-6-(l-^^-y->^;i/^-;i,^;w^^;u)-2-^7 L ;i/^>X-f * *V-;K 7-( 
l"7^>7;i/^i3;wH^;b)-l-(2,4-^^DD^>^)-2^f;K>X>f 
l-(2-i?DD/;>y»-2^f;M-[H3-( h u **)\,*, ij;H7d 

6-(l-^^7^to^)w^^i/)-i-[(2 , -y7; t:7i-;H->f 

H-t(2 , -7;u^Pt:7x-;i,-4--f ^)^^;i/]-2-^^;u^>x>r **V-;k 6 
•(l-7J>^;bfc;v*;w^-f;i/)-i-[(3-7^ot7i-;H--f;i/)y^ 

>-x^>) x;b^-;i/^;u;^>r;i/] -2-^f L ;i/^>x-f ^ ^y™;^ l- (2 
-^DD^>i/» -6 - ( 1 -^**>^;u*— ;i/*;w^-f ;u) -2-/^ 



WO 97/24334 PCT/JP96/0385B 

47 



;U^>X^ S *V-;k 1 - (2, 4-^^DD^>y;i/) -2-^f-;i/ ( 1 - ^ 

^>X^y\/-;k l-(t7i-;b-4->f ;u 
-2-x^-6 [1- [3- 7o/i>] yUU*_;u*;i^ 

^-Ol/] 1- (4-K7x~;M?-;i/)-2-x?-;u-6- (l-^>* 

>*;i/*->u*;i^*-f;i/) ^>7-f * y\/-;k 6- (1-7* >x;u*-;t/*;i, 
-l- (2,4-^*dd^>s;^) -2-xf-;i/^>x>r * *"7-;k i- (4- 
t:7x=;M*A0 -2-x^-6-[l- (3-j*^) 7* >^;i/*-;i/*;u/^-r ;u 
] "OX-Y ^*V-;k 5- (1-7*>*;u*x;u*;i,;^e>oiO -i- 
v<>i/fl,) i- (4-t7x-;Mf;H -5- (l- 

7*>;^U*x;i,;&;w\'^;i,) -2-x^;K>X-f ^ 1- (4-fcT7xx 

;i>j*7\M/) -2-x^;u-6- (2-^ h^i/x^^^j^zj^^nt^iH ^>X-f 
^*V— )W 6- (1-7* >^;i/*n;u*^^^;u) -2-x^Ji/-i- [4- (4-7;i, 
'*D^>i;;i/^s/) ^>x-f^*V-;k 6- (1-7* >*;i/*-;i, 

£;u;^e^;i<) -1- [4- (3,4-^*DD^>s;;u3f-irx) ^>s;;u] -2-x^;u^ 
>X-f S^y-JK 6- (l-7*>^;i/*-;i/*/py^-f ;u) -i- [ sec - (2,4-s;* 
D °7i^W ] -2-^^;i/-;>7>f ' 6- (1-7*>^;i,^-;u^;i, 

/t^-ov) -i- [4- (2-£'j^;i/) -<>i;;i/] -2-^^;u^>7^ * *v-;u, e- 

(l-7*>*;i,*x;i/*A^^-f;i,) -l- (2,4-^* n D-o -2,4-iM^ 
jb-wXY s*V-;k 6- (i-7*>^;i/^-;i/*jw^-r;i/) -2-^;u-i- ( 

(2-trys;;M*-;iO ^>x^ * *v-;w i- [ (4-^ 
W-Ol/TS./) -6- (i-7*>*;t/*-;u£;u^^) -2-^ 

^;i/^>X-< = *V-;k 6- (l-7*>x;u^-;i^;w^-<;i,) - 2 -^^;u 

- [4- (2-7i^xfjb) -<>v;!/] ^>X-f * *V-;k 1- [ (4--<> 
V-OlO 'OSW] -6- (l-7*>^;i/^-;i/*;i/A^-r;i/) -2-^;i,^o 
X>T^^V/-;k 6- (l-7*>x;b*x;u*;b/^>Oi>) -2-;*^- [4- 
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(2-7x-;ux^-;u) ^>^;u] *oX-f $ 1- (^>v'77> 

-2--OM?-;u) -6- ^;i^> 
x*f si^v— ;k 6- (i-^>x;i/^-;v3b;i/;^-/;v) -i- (2, 
D^>^;i/) -2-t Kn*$/^>X-f '^y-rts 6- (i-x*>xn,*-n,* 

-2-^;u-i- (2-*yj;M^;u) ^>X^yy-;u s 
6- (l-X^>^;i/^-;u*;uM^>r;i/) -2-^x;w-l- [3- (4-Xn^ 

^>*;t^-;b-2-n-TD £;i/-c>X<Y * *V-;k 6-x h^ytJ^-M-N- 
7D ^-l-(2-e 'J y;Mf^)^>X-f ^ 6-x h 

^H-n-7DtJK>X^r/-ik ]-n-X^;i/-6-xh*^£;u#x;u-2 
-n-Xnt:;i/^>x^ * ^V-;k Ht7x-M->f;Mf;i/H-x^y^ 
7tfx;i/-2-y ^;b-<>X^ * *V-;w 6-x ^y^;i/^;H-(H h 
^;u)-2-^^;u-<>X^ **>v-;k 6-x h^£;u* -;b-i-(4-.* h*v^> 

]-6-xhari/±i;i/^-;i/-2-^^;i/^>X>f * l-(2-i/7yA>^)- 
6-{2-^ry^>^;p^^Sy^;i,^-;i/)-2-^7 1 ^vX'i' *W-;w i-(t:7 
x=;u-2-OM?-;b)-6-x h^ri/ir;i/^x;v-2-^^;i/-<>X^ * £V-;k 6- 
x h^fi/*;b^-;i,-2-^^;i/-l-(2-±7^;i/^^;v)^>X-Y * l-(tr 
7x-H->f;Mf;t/H-xh^yk^H-xfM>X'/ 5i*V— ;w 
6-x A^#zM-n-7D K^-l-i-rn KM>X-f 5 2-^> 
y;H-x h^y*;^x;i/-l-^jK>X'f ;^^-JK 6-*;b^^ v-l-y ^ 

;i/-2-n-rnbr;i/^>x-f * ^y-Jk 6-*;u#*-5/-2-n-7n wn-i-XD^ 

^>X^ £ ;k l-n-Xf;H-^i^^ry-2-n-XD tJK>X-f 

;k 6-*^*^-2- < ?<f;H-(2--hD^>^)^>X-f S **V-;k Ht:? 

x-M->f;MfM-fi^;^^y-2-/fM>X>f 6-*;u*'* 
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v-l-(2-^ h*^>y;iO-2-**;i>'OX4 p 6-*;btf^>-l-(4- 
-(^>-iz>^;i/^-;u^^;u)^>i/;i/]^>X^ *^;-;k 6-*;i/#*S/-i-( 
-2--<;u>^;u)-2-^^;i/^>x^ 5*V-;w 6-jbji/#*^-2-;*?\n/-H2-*- 
-2-x7;u^>X-f **V-;k 5-^;u^^-i/-2-^7 L ;i/-i-(2-- hn^>v;i/)^ 

;i,^-;u-2-^x;i/-l-(2-- hD^>yjb)^>X^ ^ ;k 5-xF^y*jl/ 
tf-;u-2-h 'j7;i/tD^fM>X^f **V-;k l-(t7xx;M->f;M^ 
)-fi-x h*i/*;^=;i/-2- h ij 7;I/^d^;k>X>( ? *V-;k l-(t7x 
-;i/-4->f ;m ^;i/)-5-oi h ^r^*;i/^-;u-2- h y 7;u^-d ^ ^;i^>x^ 5. ^ 

^ji]^>X^( i^J-JK 2-^>y^-i-^^;i/-6-[(2-t^';s;;u^^;u)7b;i/^- 
^^H>x^^\/-;k l-(2-^ h*^>^;b)-2-^;u-6-[(2-t:u 
^;i/)*;i/;^;vH>X'f ^ t ;-;k H4-* ^v^>^;u)-2-^^;u- 
6-[(2-tr , ;^;v^7 L ;i/)*^^ : E>f;u]^>x^ * H2-( 
*-;m^;uh>^;u]-2-^;i/^ 

S^vt-m i-(2-^7 ? y^>^;u)-2-^^;i,-6-[(2-^y y;i^^^;i/)>b;i/y^ 
^;i/]^>X>r zrv—)\, y l-(fc^7x-;i/-2->r;i/^^;v)-2-^^;v-6-[(2-t:u 
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^;Mf;i/)-2-xfw-[(2-t:'Ji?;Mf;w*iW^-f;b]^>X'f s *V-;i/ 
, 2-*^;i/-H2-- h D^>5/;i/)-6-[(2-t'J5?/b^fjW*^^x-f;i/]^>x 
-r 5 9 x J—)W 2-^;u-i-(2-- h D^>v^)-5-[(2-tr 'J ^;u/x;u)*;u/^ 
-f ;uH>X"f ^ ;k i-(e7i-;w4-^;L/^^;i/)-2-^f-;b-6-t(2-e'; 
v;Mf-;t/)*;wtx>ouH>x-f * i-(4-^>^;u**$^>s>\n/) 
-2-^f-;u-6-[(2-tru s;;M^;H*;wc^-f;u]x>X>r 5*^-;^ 2-*^;i/ 
-l-{3,4-/^U>v^-^r^^>i/ J iu)-6-[(2-t:U ;i/]^> 
X-f s^v/-;^ 2-^^^-6-[{2-e'j^;i/^^;i/)*;v^^^;u]-i-[4-(i,2,3- 
f7$/'7y-;wH;i/)^>^;v]^>x^^7-;k 2-^fji/-5- [{2-trys; 

-6-[(2-t:y^;M^;u)*;uMx-f;u]'<>X^ i-^>-iz>x;i/^- 
M-y ?;h-[(z- t 'j y;^ f;i/)*;i/Mt>f ^v*-;k 2-*^ 
;u-H4~- hDA:>^)-6-[(2-^y s;;Mf-;i/)3b;u/^-f ;u]^>x-f ^ *v 
-;k 2-* ^;u-i-(4-- h D^>i;;u)-5-[(2-t: y t-;u)*;i^^ 
>X>f S^V— ;K 2^f^-H2-7xz;i,x^;vH-[(2-ttJ^MfiHij;i/ 
;^>ou3^>x^^\/-;k 2-^7-;u-i-(2-7x-;ux^;i/)-5-[(2-t:ui;;v 
y*-/u)*;w^-r ;u]^>x>r s*V-;i/s i-U-ts. -/^>sj»)-2-*^;i/-6- 
[{2-Kys*;M^;i/)*/i/;^e^;b]>ox4 I £V-;k H4-t^ y^>v*;u) 
-2-^^;i/-5-[(2-^'Ji/;i/^^;i/)*;v/^^;u]^>x>r i-[4-(^ 
>-f>^;i/^-;v7 * ; )^>^;w]-2-^f-;i/-6-[(2-^ y v;m ^lO^/u/^^ 
;b]^>x^ l- (t7zz;H-^;M^i/) -2-^;u-6- [ (2-t: 

y$;/M*-;v) r=y*?-;i/] ^>x-f 2-^>^;i/-6-a;i^:*^- 
i-^^;i/^>x^ ^ *v-;w 4-j^i'ti^-H^fjK>x^ * $ry- 
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6-*>;u#*S/-H(2 5 -^:^ e7xzvw;i/)^r 

x=;w-* ^^1-2-^ j-jvoxj 5. j*V-;k 6-*/i^=*">-i-[<2' -7 
;i/tDK7 x - ;u-4-^ ;u ) / ^;u]-2-^ > X>f = i>V— ;w 6-^ h * * 

6-*;u5tf*£/-i-[(3-7;u*D t7 xzM->f f ^ M>x^f 

;Us 1- (4-t7x-JM^) -5-J^^*J^iH-xfM>X 
4 a 1- (4-t7x-^MfM -5-*;u#*W-3.^;i^>X-f ^ 

V— M 6-^ h^>*;i/*:x;i/-2-x?-ji/-i- [4- (4-7;u*D^>y;ua-*i/) 
^>y;V] ^>X4 5 ? S )—)W 6-*;i/#*$/-2-x?-;i,-l- [4- (4-7;i/^-D^ 

>s*;i/**S/) *<>>x<i xtrv— )W 1- [4- (3,4-^d 

^>^;u] -6-x ^i/i:jl/^M-xf ;^>X>f ^y-JK 6-* 
;i/7t?^^-i- [4- (3,4-y^PD^>^;i/^-*S/) 

KtfV— )K 1- (4-t7 3i-;i/^5 L ;i/) (n-X^;i/*;w\^e-f -2-xf;i/ 

^>x>r s^-vOs l- (4-t7xx;Mf;i/) -2-xf-;t,-6- 
(Z-KU^/i/a^/^-f AO ^>X>f ;K 1- [sec- (2,4-^^0071 

**-a) ] -6-xf^^*;^xH-^iK>x>f 6-*a**5/ 
-1- [sec- (2,4-i^DD7x*^A) ] -2-^A-ox-f * *v-;k 1- (4- 
^7xxjMfM -2-xf;H- (7i=A*;i/^-f A) ^>x-f ^ $*V-A 
, 1- (4-t7xXJMr;H -2-xf;b-6- (1,3,4-f 7^7^-;k2-^;WJW^ 
^*A) ^>X^ * 1- (4-bf7x:xjM?-A) -2-xf-;u-6- 

vr— a-s-*^* ;w^>r;v) ^>x-r s *v-a>* i- (4-t:7x-;^*ji/) - 

2-xfiH- (1,3,4- h i;7V-V3-^A;w^^^) ^>x>f *yy*-A, 
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1- (4-tT7x-;M^;iO (1,3,4- h U 7V-M-{;^jW^^l. 

) ^>X*f 1- (4-tf7x-;i,y^;u) -2-x^^-6- 'J 

;i/M-^E^;u) ^>X-f * 1- (4-t7x-jMfM -2-xt-;i,-6- (4- 

f y v;u*;bA-^>r^) ^>x-y *^v-;k l- (2,4-^dd^>:;,iu) -2,4 
h*S/*;u#x;i,^>X>f I yJ-Ji, 6-*;p#*^-i- (2,4- 

f-^-i- (4-7i;^y^>i;;i/) ^>x-f 

7^>^;U) -6-xh^y^;^x;i-2-^f;K>X^^;-;w 1- [ ( 
4-^>y-f;i/7V) ^>v;i/] -6-x Kyi3J^-^-2-/fM>X^ 

S^y— ;w 1- [ (4-^>7>r;i/T^y) -e-^Ti^^-z-,* 
f\H^>X-f 6-x^yjjj^x;i/-2-y^-i- [4- (2-7 

ixjbxrxM ^>v;u] ^>X^ ^ ;W 6-x^y*;^-2- 

[4- (2-7xr;i/xf;H ^>^;u] -^>X>r 6- 
^;w^^i>-2-^^;i/-i- [4~ (2-7xx;nf-ji/) ^>y;u] -^>x-f 

1- [ (4-^>V^;v) -6-x^y^l/^-2- 
^^-ox^r * 1- [ U-'ovjji) -<>^^] -e-tuix*i/ 

-2-^;t/^>x*r = 6-*;i/3i?**>-2-**-»- [4- (2-7 x- 

jijLT-fr) ^>v;i/] ^>x^ = ;k 1- (y^>y77>-2--fjM 

-6-xh^S/*;btob-2-^fM>^ ^ 6-*;i/#*-> 

-1- (^^>y75>-2-^;w^f*;i/) -2-^x;i/^>x-< * *v-;u, 6- 
xh^r>'5b^^-;i/-2-^^;v-l- (2-^r7U;u^^) ^>X^^y*-;v 
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(2, 4-^DD^>i?M -2- 1 h'D*^-6-xh*i/A;i/#rM>X>f 
^V-;k 6-xF^i/M^-2-^^-l- [3- (4-7D^^fv*; 

-ox-f Rm-ii)\<x%i/ -i- [3- (4 

a (xi) Ta*na^>x^ ^^y-^s^^whLri^ i-<2-£dd 

5- *;i,#*$/-H2-£ d d^>^;v)^>x>T ^ #V-;i/, 2-^>^)i-s~± 
2,4-y^DD^>y»^>X^ ^V-;L/ x 2-^>x;u-6-^^^^v-1-(2,4- 
h*^£;i^-;t^>X>f 2-^>^;i/-l-(2-£nn^>s;;i,)-5-x 

6- x^^^iM>X-f ^*V-;k 2-^>i;;H-(2,4^^DD^>y 
;H»5-xh^y*;^z;K>X^^;HK l-(2-^DD^>y;H-2-^^ 

S $*V-;i,-6-lER, H2-^DD^>y;H-HfM>X^ 
;i,-6-T£ 'J;i/S?^x;K H2-^nD^>y»-2^^K>X^ = *V-;p-b 
-r* y;i/» % i-(2-^ n p^>i/*;i/)-6-[2-( e y f;w*;^^-f ;u]^> 
X-T$*V-;K l-(ir7x-;H-^^fJH-6-xF^y*j^zM^ 

i>-l-{2,4-^^DD^>i;^)-2-y h^^^^^VX-f ^y^^l/^^^tf 
3 (XII) ^*Sns^>X^$yvr-;uB*i(co*«:«fcUTtt, 6-t-7h* 
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, l-(2-^ D y;i/7 ; V -2-d-7o tiK>X^ ^ ^^-Jk 6- 

d^> ^;v)-2-^< ^;i/^>x-r ^ ^^-ibMHl-^v^^-Jbr ~ y )-i 
^ (xin) T-mznz^i'Zj i?v-)imm&(Dm&fflti,z&, l-a-tu 
^;H-6-y7;-2-n-7Dtr;K>x^f ^\/-;u&£:#^:f*>fu ^ (vi) -es 
4-^ jl-ji* ^iijjji^^j )i)'Z-n-ya ¥v — 

;u)^>x^ * 6-{2-*ji/**^-i-kd iji/V^U'-;i/)-H2^D 

^i>-N-(2-tr>j ji]-2-n-7DtM>x^ ^ 1 

-(2-i?DD^>i;;i/H-t:^n-;i/ijji/^ : e^i/-2-D-7D tr;i/^>x^ = 

-f 5 y H2-? d d^>s?ji/H-[h ^;v-N-(2-t: u ;i/ 
]-2-n-7 e nt;;^>X-f A\ 2-n-:r^;i^-(2-7;i/;*D^>y;i/)-6-[N 

s 2-[[i-(z^DD^>y 4 ;i/)-2-xf;^>X^ ^y-^-G-f 

U^W]^J^>-l-tW h\ SIM- (2,4-y^DD^>y;H -2-^^ 
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-;H-(2-7;i/tD^>i;;b)-2-n-7*Dt:M>X'f < *V-;W 6-i h^>£ 
;^-W-(4-7;^D^>i?M-2-B-rD^K>x^ 6-x 
^i3;^z;i/-l-(3-7WD^>y;i/)-2-n-7D t;U^>X<Y ^ ;k l-(2 

? ^V-;u x l-(2-^ n n^> S?;i0-2-*>£ n :7?-;i/-6-.x h^ry*^*-;^> 
X-r S*V-JK l-tz-f n d^>^H-i h *^*;^-H-n-^>f ;k 
>X>f ;k 5-^;i/^^^-i-{2-^DD^>^;i/)-2-n-7 , De;u^>X^ 

* 6-*;i/^=^i/-i-{3-^^;u^>^;b)-2-n-7"D trn^>x-f * *V 

—JW 2-n-7^M-*;^^y-l-(2-^DD^>^jl/)^>X-f ^ 6- 
*;i/^^^-l"(2-7;i/^D^>i/;u)-2-iy^a7'n t:;u^>x^ s*V-;k 2- 
n-> r ^;u-6-±f;t/^^^-l-(2-7;i/3j-D^>i;;u)^>X-< * *V-;i/ % H2-£d 
D^>y;u)-6-^DD3b;b^-;i,-2-i/^DXD t:;u^>X>r S j*V— ;k M2- 
^ d d ^ > )-6-^E;b^ 1; y ±;u/^e -r ;i/-2-n-ru tr;u-^ >x-r * 
2-n-X5 : •;l/-l-{2-^DD^>i>v^)-6-[(2-t: , ; ^i/*^;^;^^ ;i/H>x 
-f ^^y— ;k 2-n-X^-;u-5-*;i//^ : E^;i/-l-(2-^DD^>s;;u)^>x>r 
\7— l-(2-£ dd^>^)-2-»d7d t:;u-6-^e;i/^u y *;u^-:-;^> 
X-Y ^ H2-£ n d ^> v;i/)-2-^> £ n 7d fcr;i>-6-[(2-e U ^ 

^)*;i/yt^-f ;i,]^>X-f l-(2-^DD^>y»-2-y^D7^h 

6-[(2-tr y ^)*;w^ ;i/H>x<< ^ *V-A\ H2-* d d^>s?;i/ 
)-2-n-xa^ju-5-[(2-tr'j^;i/^f L ;b)*;t/^ : r^;i/]^>x>r * i-( 
2-£ □ D^>yji/)-6-7xz;^;i/^i'ji/-2-D-7'D t^u^ox-f * y^/— ;^ 
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X4 ^ H2-£ DD^>yji/)-2-n-7D tr;i/-6-[(3- 1 y s?jm 

;u;^-f;u]^>x>r = frv-)w H3-*r;i/^>x;i/)-2-n-:rn t:;u-6-[(2-^ 
U yiMfiH*^^^Jl/]^>X^ ^ l-(2^DD^>y;b)-2-if 
ji/-6-[(2-^ l Jy;M^;H*;vM : E^i'H>X'f 5*V-;k 2-n-7f-;u-i-(2 
-^DD^>i;;i/)-7-t(2-t:u s^M^u)*;^^ ;i>H>x-f * *v-;^ 2 
-n-7 p ^;u-i-(2-7;u^D^>i;;i/)-6-(2-t: y s/;v*^;u*;w^£-oi')'*>x<f 
^ i-(2^dd^>^;H-6-x h^i/^;i^~;i,-2-^7 1 ;i/^>x-f ^ 

^V— ;k l-(3-£ p d^>^)-6-x h^^>A;^-;H-n-7D t:;i^<>x-f 
* yv/-;k l^>^;H-xh^^*;^-jk2-n-7 , Dl^;K>X^ <£*v- 

— ;k 6-x h^i/*;i/#-;u-2-y^-l-[2-{ b u 7;b^-D7« ^;v)^> 

;i^-2-/^;i/^>X^ S^r/— A\ 6-xF^i/jj^-;H-^f;i/-l-(2-/f;i/ 
^>^;i/)^>X^ £ VJ—Ji, i-^>5/;u-6-x h^r^*;u^-;u-2-^^;i/^> 
X>f 5*^-/— ;k l-(4-t-^7 L ;i/^>y;U)-6-x ^yijj^z;H-^M> 
X-f ^ ^V-iK l-(2-£ DD^>i/;i/)-5-x h ary^j^-jK-y f-;i/^>X 
4 £*V— ;k 1-(2,6-^dd^>^;u)-6-x h^ri/^;i/^-;u-2-^^-^^> 
x-f * ;k i-(2 J 4-i;^ d d^>.s;;i/)-6-x h*-^±i;i^-;u-2-;>< 
>X4 ^ trv—)w 6-*;i'#*$'-H4-£ DD^>yM-2-n-7D tr;i^>x>{ 

6-*W^y-l-(2,6-y^DD^>yjl/)-2^f;^>X'f = £V 
-;k 6-*;vtf*S/-2-.*^-H2-( h ';7;v^D^x;v)^>s;;i/]-;>x-r ^ 
*V-;k 6-*;v**5/-2-*f-;i'-H4-< h'j7WD^^)^>y^H>x 
-r * 6-*^^^'>-i-(3,4-^^DP^>^;i')-2-/^;^>x-r s 
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-(2,4-s; >dd^>s;;|/ )-2-^ >X-f ^ l-U-t-^f-;^ > ;u 

fM>y;i/^>x-f l-^>> ? ;i'-6-^;i/^^v-2-^5 L ;u^:>x>f 

H2-?do^>s;;u)-2-;^;u-6-[(2-^ 
>XY ^v/-;k l-(3-^ p D^>y;H-2-n-7D t^;i/-6-[(2-f '] y;M f ;b 
n,]*<>x<{ s*v— ;k M>^^-2-n-7D tr;i/-6-[(2-t: 

^)-2^f^-6-[(2-K ij ^^^^)3b;w^^;i/]^>x-f **V-;k 2-^ 
^;i/^[(2-t:'Ji;;u^^;u)*;i,;^^;i,]-H2-( h 'j7;^D^;i,H>y> 
]^>x^ = " 2-^ f jH-[(2-t: 'j ^jm r;H*;w^^ ;i/]-i-[4-( h 

^;i/-6-[ (2- ) -oi/H > x-f 5 ^ v*-;k 2-^ 
-(2-y ^;i/^>i;;i,)-6-[(2-t: y j?^w)A^^-fM^>x^ ^ 

;^ l-(4-t-^;v-c>y;i/)-2-^^;v-6-[(2-^ U i?;M^)i;i/Kf 
>X>T 6-±;w^-f ;u-H2,4-x£dd^>^;iO-2-^;i,^>X 

^ S^y-M H2,4-y7;i/tD^>s;;v)-2-^fjh64(2-t:'jy;Mf;i)* 
;i/^>fji,]^>x^y^-;K l-(2,4-i?7;u*D^>i?;u)-2-^f-;i/-5-[(2 

)-7-x h^y*;^*-;H-^M>X>f5^;-^ 7-*;i/tf^>-l-{2,4-:; 
^DD^>i/»-2^fM>X^ ijr*j- )W 1-(2,4-^^dd-v>^;u)-4-x 
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)Wi-*3-)\>^yx>( * y^;-)i s &m- (n-^;i/*;w^-f -1- (2,4,- 

) . (ttSMttW&* ttK«tt»t£l*S % «K«ttlHIRfi«) , 

-f >X U >I6SH4£«W U >X U >£g&gg£s Rabson-Mendenhall«S», 
Kobberling-Dunnigan^g?, Seipffi«B. Lawrence^P, C 
ushingffiRS. 5fcS«g*£fci:) , KBHJfitit* TT-v-i>&msN8lto&* jfrB 
Jfll«3SL* (ft^ffi, . RXF&fk&& («*tf«ft»S*OR*ltrt;« 

T««Wtt&;h,3*0) , SifaE£, $6tttcGMP-PDE (f?CPDE- 

v) KSftffl, ^mm^mm, Msaafw* jMttsawwB* wRSMBfli 
&^±, («^tf3BK«tt**»B!ft3!e&ir) . ffiQ«HKtt£ft ( 

Sfc*«ffl#6tJU *»BJ§#f,3M«B¥5-2 2 2 0 0 0 ti^TSB^bfc c 
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EP*>*&03i±, *S (I) 



^oy>Bf, ^D7'j-;n, fiia^^ns, ^ufi«7^s, fi«T 

;n3*s/*, -hog, 7^ys, i/r^S, 7U-;n, TU^HSftTVu* 
vaxaatip e» * £ d sua n a^T a*s n-t * 

sa-eatfcStiT^T* A^. 
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nttO~3(D»ft£*i**3Q tt-sT* R^IIn 2fl^ *L<fcfc3ffl<DVvf 

Vie, «*5tt*MB*»* BMlttflMt**) . 0^'J«« (-f > 
*'J>3*#*»^ Rabson-MendenhallfiRS^ L^7'J3-X^ Kobberling- 
Dunnisanffi&& Seip£K& LavrenceffilftS. Cushing£^2^ 5ic*g*fi«eif 
) . HBJlJfiU£* r^D— AttBBBSfcffi* ifottJfeBfift (SM^e. '^^^) 
ISifiLS^ (WiH«*»*«©»#««:*T»a^tf6ns*o) > 4>b<fct 

iK»il*tt*3««:«ft*fti:) * BBBBKttK* (^x.tfFK506, 

y>ftKfc*&B«*hfcWM) . 7fD-AMMft, i&^R!? 

fcA,*** BAB, HIMSMtttlktStt (M*ffiBtt«B!& 
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x ttRfttt&jra* «Rftttanpf. ■s«ttMK««i: 

) x Witt, ftSKSKR* *b<ttPCTAa©ll«W© : FK-}&**JtLTffl^ 
-1- (HDD^>yji/) -6-i^y^;^-;K>x-f * ^v-;w i- (4-7 

;i/-2-x^^>x-f ^^y-;k 1- (2-?dd^>s;;i/) 

M-yD^I/OX^^-^ 1- (2-^DD^>^) -2-^^D7D^ 

-6-ih*^*;i/#xM>X^^;-^ 1- (2-^Dn^>^) -6-xK 

-5-^h^r^^;u^-;u^>X^ ^^y-;K 2-^^-1- (2-^dd^> 
Z?)\s) K^^^;i/7n-;i>^>X-r 1- (2-i7DD^>y;i/) -5- 

^^^>^>>Vu) "OX* $*V-;k 6-*;i/tf*^-l- (2-^dd^>^) - 
2-x^;i^>x-f = *>V— ;k 6-#;i/#*^-i- (Hnn-o^) -2-rnt: 
;i^>X^ S^V— ;k 6-*;u^^ri/-l- (2-^DD^>y;i/) -2->?D7nt: 
;t,-oX>f * 2-r^-5-^;u^^v-l- (2-^dd^>^) ^ = ^ 
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6- -2-y^;u-l- (2-^ □ o^> i/Ji) ^> 

X4 * 2-7r-;b-i- D^>x;i/) -6-^;u*'j y jb;u*-;i^ 

>X-f 5#V-;k 2-X^-6-#;W'^;i'- (2-^dd-;>v;i/) ^>x>f = 
fr*J—)W 2-73-)i<-\- (2-£dd^>s;;i/) -6- <4-**-;i/tr ^-7 
^-M/X^ = 2-^^-1- (2-^aD^>y» -6- 

/^-fAO ^>X-Y * £V-;k 6-*;w^-{/U-l- (2-^DD^>i;;iO -2-x 

^>X-f5W- ;K 6-*;i/^-f;i/-l- (2-£dd^>v;i,) -2-y^D7D^ 
;i/^>X-f x? y J— ;k 2-r-7 L ;u-5-^;v/^^;i/-l- (2-^dd^>^) ^> 
X^*V-;k 2-7f-;i'-l- (2^Dn-;>yji/) -6- (^V7D7W;^- 
-^>X-f X ;k 1- (2-^DD^>y;i/) -fi-^DO^<;H-7Dt: 
;i/^>X-f 1- (2-£dd^>$;;i0 -6- U^U^um^-oi,) -2- 

7Dt:j^>X^ X? S J— Jk 1- (2^0D^>y;i/) -6- (xf;p*jw^^ ;i/ 

) -2-7*d h*;u^>X<f ^ *V-/k l- (2-^nn^>yji,) -6- (-fv^D^ 
) i7iw^^i/-2-7De;K>x^ ^ ;k l- (2-£ dd^>s;;u) -6- ( 

) -6- ;*>)\,X-)i) -2-7Dt:;w>x^;^;-;K l- (2-? do 

— ;k 1- (2^DD^>yjl/) -6- [4- (2-h h*n^ri/ai^;u) * 
;i/#-M-7Dt:;K>X>f 1- (2-^DDA>i?;i/) -2-TDtT;v 

-6- (2-tr , ;^;i/^^;u) a/w^-f ;w*>x-f jvrui- (2^dd^> 

-2-Xn t:;i/-6- [4- (4-7 i-;i/-l,2,3,6-r h 7 t K d t: "J i; >-l->f 

) #;w^^;u^>x^^v-;i/tfW6ft£o 
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EB»tt©rafc£tj«J6fl3ra* , > -ttWCttlfna*©*^. l-~100mg 
/kg, fi^SSotifio. 1-1 0mg/kg*-BCl~4IIHS**3. 

Hltt* ft^tt (42) *>e>ft£ft (47) *-COft*Stft«rHT*S. 
S2tt, fb£& (48) (53) £-e©<b*3**fB-C*S. 

H3tt, <b«« (54) *e,to&ts (5 9) £T-fflft^5t*^*E)-e;&S. 
H4tt, 4b6ft (60) fr6<bfttt (65) ST©<b^SCS^^-ET-$,5. 
H5tt» -fb^l (66) a>*,<b£«l (71) STOft*5t*wfHT*a. 
H6tt* YbSiJ (72) (77) *?<Dlb*&*mta-C*>i. 

mitt, (7 8) #Mb£#\(83) ST-CDfb^a^-tE-C&S. 

B8tt, (8 4) z»$><b£%l (8 9) *Teofl:*atsrHTf»«. 

H9tt, (9 0) (9 5) *-COfl:*a*srH-C»*. 

H 1 0 tt» (96)* Sftftfe (101) STOfc^at wfBT* 5 

El IB:, ft^ft (10 2) (10 7) *T©ft*Stt^tHT» 

2. 
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El 2fcfc. ft^ft (10 8) fre>fc£«i (113) aTCDft^a:Sr^rEiT-& 

So 

HI 311. {b£& (114) fr<bfc£#J (119) xtM^^^tiT^) 

So 

HI 4fcfc, <b£» (12 0) jb>**{b£& (125) STCDft^asSfH-C* 

So 

HI 5 fct. (12 6) j&»e>fc*ft (131) ST<0fc*a£*THT* 

So 

HI 6U\ fti^tt (13 2) i?*>it£® (137) 3l"e©ft*a**rH"C* 

So 

HI 7BU (13 8) frfcft^tt (143) £T^fc^£^THT-£> 

So 

H 1 8 tis {fc^a (14 4) a^-ft^ (149) *-e©fc*a*^i-B-c«> 

Sa 

HI 9kt. fls*« (15 0) frfcft^ttl (155) ^T^b^*^fH"e$) 

So 

H2 Ott, <b£i£j (15 6) *pe,fc£88 (161) ST©ft*S**tB-C* 

So 

H2 ltt. <b£& (162) 3iP*>ft£«3 (16 7) *T©ft*3Ct«"rHTrft 

So 

H 2 2 tis 1t&® (16 8) fcfcStt (173) £ T®{b¥a*S"rHT!fc 

So 

H2 3tt N ft^tt (174) fr<bft£«!) (17 9) £-C<Dtt&&&7r>tmx& 

So 

. H2 4lis <b£$D (18 0) ip6ft^» (185) ft StlST* 
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B2 5tt. (18 6) *6ft^ft (19 1) iHtDlb^m^tB^A 

So 

B26tt x (19 2) (19 7) £T:<D<b¥Xinit®T'& 

So 

EI2 7&, (19 8) *P&fc£ft (2 0 3) STOfc^SCftiStEI-C* 

So 

H2 8tt, fc^ft (2 0 4) *6fb^» (2 0 9) *TOft¥«* HT* 

So 

B2 9tt. ft-&ft (2 1 0) **>fc£» (2 1 5) *T?(Dfc«t*a*1ia-C& 

So 

H30tt, fc£* (216) ^6ft6tt (221) *-COft*a*jS1-HTf* 

So 

■3 111, (2 2 2) fr&flA* (2 2 7) iTOft^Sfc^f H"?* 

So 

H32tt. ft£tt (2 2 8) fr&fc** ( 2 3 3) *TOft*a**fia-C* 

So 

®3 3fci, (2 3 4) *6ft*« (2 3 9) *?©fc*5Sft*rHI-C* 

So 

034a:. fls«« (2 4 0) (245) STOfc^sswiisrc* ■ 

So 

03 5fcfc, ( 2 4 6 ) 3^6ft6« (2 5 1) STOfc^SCftaPtBTC* 

So 

0 3 6fci. fc^fc (2 5 2) *S>fc£» ( 2 5 7) STCDffc^S^t^fc 

So 

03 7(2, (2 5 8) fr&fc^tt (2 6 3) *T©fc«C**-rE]T£ 

So 
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03 8f4, 4b£fe) (2 6 4) (2 6 9 ) *-e©fl3*3S*»fHT* 
So 

B 3 9 14, <b£« (2 7 0)^ 6ft^ft (2 7 5) STCMt^SSftStlgrc* 

B4 0tt N <b£fe (2 7 6) *>e>fc£« (2 8 1) ST?0fls¥a*jStB?S 

So 

04 114. <b£&/ (2 8 2) ^6{b^«D (2 8 7) *-C©fl5*Stft3prBTft 
So 

0 4 214. ft«» (2 8 8) frfcfc^l* (2 9 3) S?0fc¥5t£*rB-Cfc 

So 

04 3i4, jb-S&J (2 9 4) fr^fcA* (2 9 9) aTOft*at*f BTf* 

So 

04 4tt, (300) *>*><b£t) (305) ^Tfofb^as^t-B-e* 

So 

B4 5(4, (3 0 6) *6fls*« (3 11)- Sl?Ofti¥aft^f B"C« 

So 

04 614, <b£«J (3 12) frSft^W (3 16) £T©fc¥5S*Sj<t18|-C* 

So 

04 7 14, ft£«3 (3 17) fr&fli*» (3 2 2) «©fc*5t*«t18rt* 

So 

04 814. {fc-£#J (3 2 3) *>*>{b£«I (3 2 8) $TOft*atjptBT» 

So 

04 9*4. fb^«3 (3 2 9) (3 3 4) ST©ft-¥St*wTB-e* 

So 

05 0(4, fcfttt (3 3 5) iJ>£fb£«3 (3 4 0) tT©ft*it*^f B"C* 

So 
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B5 ltt. -fb^fe (341) (3 4 6) iTfco^at^-rHTft 
So 

H52HU fc£ft (3 4 7 ) (3 5 2) *T0fc¥SfcS*tB|-C» 

So 

05 3li, ft;** (3 5 3) iP6<b^fel (3 5 8) STeofc^afe^tlBT* 

So 

H54tt, ft^fB ( 3 5 9 ) fr&ftA* (3 6 4) STOfc^SCft^tHTft 

So 

B55tt. (3 6 5) (3 7 0) *"CCDft*afe^f HTft 

So 

H5 6HU -fb^«g (3 7 1) *6ft^« (3 7 6) *"c<oft*s:t^rH-e* 
So 

H57tt, fls£» (3 7 7) *>6ft£ft (3 8 2) 3£TOfls«*^"rH*C* 

So 

(3 8 3) *&fc£ft (3 8 6) S^Bfc^atjp-rBT* 

So 

<SGI#H ; 3- [N- (2-7D^>^) ^V^T^V] -4-- h 

3-^y^T^y-4-=hDSfl»Bx^i/ (2 4 7mg) ON, N-v 
yfM;^7; K (1 0ml) S*fc**fc*HJi>A (lOOmg, 6 0% 

8UE"ClffBlft#U 2-7d^>^1/7d?^ )? (2 4 4mg) con, N- 
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!/^^;i/A7 5 K (2ml) 1 0#£H ot^MTLt. SiSffl 

l/>-C»HBU HEttBLfc. «ats/v*y 

*1f>t*ffiLTltett«C!)3- [N— (2-ya^>yjH 7?- g = y 
-4--hD$lMxf^ ( 5 4 0mg) *»fcc 

'H-NMR (CDCh, d) : 0.87 (3H, t, J=8Hz), 1.48 (3H, t, J=8Hz), 1.68 (2 
H, sextet, J=8Hz), 2.03 (2H, t, J=8Hz), 4.30-4.46 (2H, m), 4.70 (1H, d, 
J=15Hz), 5.40 (1H, d, J=15Hz), 7.08-7.34 (2H, n), 7.43 (1H, dd, J=l, 8 
Hz), 7.58 (1H, dd, J=l, 8Hz), 7.66 (1H, d, J=lHz), 7.96 (1H, d, J=8Hz 8 
.16 (1H, dd, J=l, 8Hz) 0 
<&alfll2 ; 3- [N- ( 2-^DD^>y;i) ^W>r;i/7= -4-- 

3-^>^-T;i/T^y-4--hP$m#K^^^ (4 5 0mg) fc2-£n 
D^>y;u^nv^ K (2 4 3mg) J: ftHitffl 1 tHa©*5£-rltfelSB(0 3 
- [N- -ov'-nur^y] -4--hD$it^xf 

;i/ (4 8 Omg) Zmtzo 

l H-NHR (CDCL, <5) : 1.35 (3H, t/j=8Hz), 4.35 (2H, q, J=8Hz), 4.76 (1 
H, bd, J=15Ha), 5.82 (1H, bd, J=15Hz), 7.10-8.00 (12H, m). 
ap : 111-113-Co 

<K3§#I3 ; 3- [N- ( 2 - 7 )V*w<>i?)\,) r/^ U )VT I J ] -4-- 

3 - U = y ~ 4 - - h n g&SBxf-ju (3 0 0mg) t2-7)l* 
d^>^7dv-TF (2 4 3mg) J: 1 fcH«O«jS-CBft»«<0 3 
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- [N- (2-7WD'<>if*) 7fi))\,7iJ] -4-=hDSJft*Rx^ 
^(3 9 4mg) SfSfco 

'H-NMR (CDC1,, 6) : 0.85 (3H, t, J=8Hz), 1.40 (3H, t, j=8Hz), 1.65 (2fl, 
sextet, J=8Hz), i.gg ( 2 H, t, J=8Hz), 4.30-4.45 (2H, a), 4.60 (1H, d, J= 
10Hz), 5.25 (1H, d, J=10Hz), 6.88 (2H, t, J=8Hz), 7.08 (2H, dd, J=5, 8Hz 
), 7.24 (1H, dt, J=l, 8Bz), 7.41 (1H, dt, J=l, 8Hz), 7.69 (1H, d, J=lHz) 
, 7.96 (1H, d, J=8Hz), 8.15 <1H, dd, J=l, 8Hz). 
<$tmW4 ; 3- [N— (A-yfrXcoyn,) s. -4-- 

3-7f'J;i-7iy-4--hDgj|fSif;M3 0 0ffl5) t4-7)\,* 
D^>j;;i7D70- (2 4 3mg) X DK3£f«J 1 fcHHtCDftS-CftgitttO 3 
- [N — (4-7;i-d-D^>i;;i,) y^u;t/7'^^3 - 4 -= h D51f®x? 
^(4 0 Omg) fcftfc,, 

'B-NMR (CDCh, 6) : 0.86 (3H, t, J=8Hz), 1.37 (3H, t, J=8Hz), 1.56-1.76 
(2H, b), 1.96-2.04 <2H, «), 4.32-4.46 (2H, m), 4.40 (1H, d, J=14Hz), 5. 
23(1H, d, J=14flz), 6.95 (2H, t, J=8Hz), 7.10 (2H, dd, J=5, 8Hz), 7.47 (1 
H, d, J=lflz), 7.95 (1H, d, J=8Hz), 8.16 (1H, dd, J=l, 8Hz)„ 
<SSjt»!l5 ; 3- [N— (2-^M>i/» 7?-')Jl7>*;] -4-- (■ 

3-;/^'J;i,7* v-4-=hn$j§§gx3^ (2 0 Omg) t2-->r; 
^>V)\,7a-?-< ft (i 5 4mg) ON, N-i>****;i,A3>5 tmtHzSOt 
±VirJ> (2 9 6mg) Sin*, 2 0-CT 3B§ISat#Lfc e EfeSdtttftBx 
^fc*C^«u ttMt* L&8L SS&v at? 

Lfc. S«*«ffi®SUTs j§tfi?i#©3- [N- (2-5/7'y<>->-;u) 751 
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UAT^y] (3 3 0mg) £$fc 6 

'H-NMR (CDCh, 6) : 0.86 (3H, t, J=8Hz), 1.49 (3H. t, J=8Hz), 1.67 (2B, 
sextet, J=8Hz), 2.02 <2H, t, J=8Hz), 4.28-4.52 (2H, a), 4.90 (1H, d, J= 
15Hz), 5.28 OH, d, J=15Hz), 7.40 (1H 3 t, J=8Hz), 7.51 (1H, dt, J=l, 8Hz 
), 7.70 <1H, d, J=lHz), 7.74 (1H, dd, J=l, 8Hz), 8.02 (1H, d, J=10Hz), 8 
.22 (1H, dd, J=l f 10Hz)o 
6 > 

<&3£#J6- 1 ; 3 — [N— (3-7;i/^D^>i/;u) r^'JjUT^y] -4 

'H-NMR (CDCh, 6) : 0.86 (3H, t, J=7.5Hz), 1.35 (3H, t, J=7.5Hz), 1.68 
(2H, a), 2.00 (2H, t, J=7.5Hz), 4.36 (1H, d, J=15Hz), 4.40 (2H, m), 5.31 

(1H, d, J=15Hz), 6.85-7.28 (4H, m), 7.60 {1H, d, J=1.5Hz), 7.97 (1H, d, 

J=10Hz), 8.16 (1H, dd, J=10,1.5Bz) o 
<SB£#6-2 ; 4~-hD-3- [N- ( 2 - t: U r)l>) n-r^U 

<S3§^6-3 ; 3- [N- (2, 6 -V >? 0 7f'JA7^] 
'H-NHR (CDCh, 6) : 0.89 (3H, t, J=7.5Hz), 1.38 (3H, t, J=7.5Hz), 1.70 
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(ZH. ■), 2.03 (2H, t, J=7.5Hz), 4.36 (2H, .), 4.96 (1H. d, J=13.5Hz), 5. 
70(IH, d, J=13.5Hz), 7.10-7.28 (3H, a), 7.49 (lfl, d , J=1.5Hx), 8.03 (1H, 
d, J=7.5Hz), 8.14 (1H, dd, J=7.5 &U 1.5Hz). 
up : 85-89*C. 

<WM*6-4 ; 3- [N- ( 3 -^f;K>^)7D V*->\,7 5 _ 

<K*H6-5 ; 3 - [N- {2-yjt,*a«i,V)\,) j.jn^;t>i A # 

'JHMR (CDCL, <5) : 0.60-0.71 (2H, ■), 0.99-1.14 (3H, a), 1.38 (3H, t, 
J=7.5H 2 ), 4.37 (2H, ■), 4.62 (1H, d, J=12Bz), 5.30 (1H, d, J=12Hz), 6.92 
(1H, t, J=7.5Hz), 7.10 (1H, t, J=7.5Hz), 7.26 (1H, a), 7.42 <1H, t, J=7 
.5H«), 7.80 (1H, s), 7.99 (1H. d, J=7.5Hz), 8.14 (1H, dd, J=7.5 2Hz 
). 

<»WI8-6 ; 3- [N- (2-^dd^>^) S/?d7»M#=a 

'H-NMR (CDCh, J) : 1.37 (3H, t, J=7.5Hz), 1.68-1.87 ( 4H, a), 2.22-2.58 
(ZH, ■), 2.75-2.94 (1H, a), 4.23-4.46 (2H, ■), 4.63 (1H, d, J=15Bz), 5. 

45 (1H, d, J=15Hz), 7.14-7.24 (3H, a), 7.35-7.45 (1H, a), 7.56 (1H, d, J 

=2Hl), 7.97 (1H, d. J=9Hz), 8.13 (1H, dd, J=9, 2Hz) a 
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'B-NMR (CDCh, 6) : 1.43 (3H, t, J=7.5Hz), 1.86-2.19 (2H, n), 2.22-2.54 
(4H, m), 3.20-3.41 (1H, o), 4.43 (2H, q, J=7.5Hz), 7.80 (1H, dd, J=10, 
2Hz), 8.26 <1H, d, J=10Hz), 9.45 (1H, d, J=2Hz) 0 
op : 94-96'Co 

^^ffi^.+^K^Tx 3-7 7 -b5 L ;U7 ? ^y-4--hDgm#K (7. 00 g 
) (DV>7UV*$> (50ml) &fcCJg{b**tHJ^ {3. 91ml) £?TF 

7tFD77>(50nl) fcSWU SJI»B»**»T* 7>=c-?fr (2 

(ca. 8g) o 8«e7>K«. fitt^y**>* 

F (4. 94*) fc^fco 

l H-SMR (DMS0-d6, 6) : 2.08 <3H, s), 7.68 (1H, br s), 7.78 (1H, dd, J=9, 
ZHz), 7.94-8.05 (2H, a), 8.23 (1H, brs) 0 
Mass (FAB) : 224 e 

<mmmQ ; 3- [n- (2-^dd^>^^) -4-- h 

'H-NHR (BMSO-dB, 6) : 1.86 (3H, s), 4.64 (1H, d, J=15Hz), 5.06 (1H, d, 
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J=15Hz), 7.22-7.40 (4H, >), 7.73 (1H, br s), 7.84 (1H, d, J=2Hz), 8.03 ( 
1H, dd, J=9, 2Hz), 8.14 (1H, d, J=9Hz), 8.22 (1H, br s). 
<83ii0J9 ; 3- [N - (2-*dd^a) 7±*jurz;] -4--}. 

M»Ha**»-K eawb**> a. 7 omi) ©**ony*>jg« ( 

4ml) fc, i, 4 (30ml) *aT», 3- [N- (2-*d 
d^>-^) W *t^,] -4-^hn^x^ K (2. 70s) CI, 
4 (65ml) mTLtz. 15»m*. Mjx ? ,t^$> 
(3. 14g) **T2WH«*Lfc. SftftTII, fc«ES«fESi£L 

^ tT ^ *»**EH*Lfc. SI$*7A^7^57^- [2 0 
Oml, n-^>. WlfA) (4 _ 1} 3 CTWau 3 _ [N _ (2 _ 

'H-Wffi (CDCU, d) : 1.92 <3H, s), 4.61 (Ifl, d, J=1SH Z ), 5.40 (1H, d, J= 
15Hz), 7.18-7.50 (SB, ■), 7.80 (1H, dd, J=9, 2H 2 ), 8.01 (1H, d. J=9H 2 ). 
Mass (FAB) : 300. 
IK (Nujol) : 22S0ca-' o 
<WWI10 ; 3- [N- - 4 _- hD ^ > 

3- [N- 7±*)\,?\;} - 4 _- hD ^ >x ^ 5 

K (8 5 0ms) ©i, 4 -s;*-*tf> (1 0ml) W»t, 3SWK (i ffl i) 

*t*tf#*Lt. W^^ATU*, 

SfiS*^A^DVh^-7<- [5 0ml, >dd* W] fcTW 
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HU 3- [N- (2->DD^c>^) -4--hn^>x_h»J^ 
(2 3 0mg) 

'H-NME (CDCh, 6) : 4.65 (2H, d, J=6Hz), 6.93 (1H, dd, J=9, 2Hz), 7.10 

(1H, d, J=Zto), 7.25-7.40 (3H, ■), 7.40-7.54 <1H, a), 8.30 (1H, d, J=9Hz 

), 8.45 (1H, br s) 0 

Mass (FAB) : 258 0 

IR (Nujol) : 2220ca- l o 

<5£&0!jl l;4-T^y-3-[N- (2-^DD^>^) 7;;]^> 

X- b U;ucoK®> 

3 - [N— ( 2 ~ £ DD^>y>) T 7 ^ y ] -4 -~ h D-^>X- h tj ;i/ ( 
261mg) N ^^y-;Ml5ml), 1, 4 -v*^ > (3ml) <DiI£ 
Sfft^tCs 1 OX/^S?*^* (5 0mg) fciinx, ***B«,Ts 3ftEt 

N- r^y] ^>x=h»;;v (156ng) 

■H-NMR (DMS0-d6, (5) : 4.39 (2H, d, J=5Hz) ) 5.57 (1H, t, J=5Hz), 5.69 (2 
H, s), 6.46 (1H, d, J=2Hz), 6.61 (IB, d, J=9Hz), 6.88 (1H, dd, J=9, 2Hz) 
, 7.25- 7.41 (3H, m), 7.44-7.54 (1H, &) 0 

-Xntr;u^>X-r = *V-;u (4 2) 

3- [N— (2-7Df-;>y;i/) T^'JJUT^y] -4-=hDS*SRx 
(3 9 Omg) i:S7ctfc (2 1 Omg) (1ml) tx^-;v ( 2 

ml) ©a»t:ilPiT4SB!a«*»b<aitLfti f e) lRHJBSfttfc. 
7*MU -fe** MCJ:D«aLfcfc SfcfcSESjlgLfco aS£mtx?> 
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^»2-n-7DtM>^;^ (4 2) ( 1 6 0mg) 
[fcfc* (42) CD«M1] 

'H-NMR (CDCL, ) : 1.04 (3H, t, J=8Hz), 1.40 (3H, t, J=8Hz), 1.78-1.98 
(2H, ■), 2.34 (2H, t, J=8Hx), 4.38 <2H, q, J=8flz), 5.45 {2H, s), 6.65 ( 
1H, t, J=8Hz), 7.00 (1H, t, J=8Hz), 7.13 (lH.-t, J=8Hz), 7.28 (1H, -t, J= 
8Hz), 7.78 (1H, d, J=10Hz), 7.99 (1H, d, J=10Hz), 8.02 (1H S s), 
sp : 134-135'Co 

<nmm2 ; i - {2-*,yj«>*jn,) ~6-^h^^tDi^-ji~2~n 

-7DtM>X^;^;-Jl^ (4 3) 0>%&> 

3- [N- (2-y7M>y« 7**))\,7\J] -4-=hD»*«x 
(3 9 Omg) J:DSUSM1 fcBtt©*aT«RfittacDl - (2-y7M 
>v^) - 6 h^f>^;i/7^-;i/- 2-n-7D tr;U^>X>T * VJ-JV (4 
3) (1 6 Omg) Zfttzo 
[ft^* (43) 

'H-NMR (CDCh, <J) : 1.04 (3H, t, J=8Hz)-, 1.40 (3H, t, J=8Hz), 1.88 (2 
H, sextet, J=8Hz), 2.80 (2H, t, J=8Hz), 4.38 (2H, q, J=8Hz), 5.62 (2H, s 
), 6.57-6.63 (1H, 7.38-7.50 (2H, ■), 7.78 (1H, dd, J=l, 8Hz), 7.79 ( 
1H, d, J=8Hz), 7.94 (1H, d, J=lHz), 8.03 <1H, dd, J=l, 8Hz) e 
■P : 132-134-C* 

<%M0S3 ; 1- (2-^DD^>y» - 6 -x h*2/a;i/#-;i/- 2 -7 
xn;vs>X-f $try-j\, (4 4) 
3- [N- (2-^dd^>>;U) ^>^Jl/7; y] -4-- hngjfigK 
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x^;u (4 60rog) i, DXlkffj 1 iifajScD^^TSfeiBgco l - (2-*dd 
^>i;;i/) - 6 -I h - 2 - 7 i-M>X^ ; (44 

) (2 2 Omg) ifttco 
[ft-&ft (4 4) 

'H-NMR (CDCh, 6) : 1.40 (3R, t, J=8Hz), 4.38 (2H, q, J=8Hz), 5.56 (2H, 
s), 6.72 (H, dd, J=l, 8Hz), 7.18 (1H, dt, J=l, 8Hz), 7.30 (1H, dt, J=l 
, 8Hz), 7.45-7.55 (4H, m), 7.64 (1H, d, J=lHz), 7.68 (1H, d, J=lHz), 7.9 
0 (1H, d, J=10Hz), 7.95 (1H, s), 8.08 (1H, dd, J=l, 8Hz) a 
bp : 140-142*C o 

<mmm4 ; 6-x h*i/ti)lX-jl- l - {2-7)\,*u^yV)\,) - 2- 
n-7D^>XY^V-jb (4 5) GQ£fiS> 
3- [N— (2-7)\,Xa^>i/)\,) ^U^T^y] -4-- hn£,i,§g 

x^;u (3 9 omg) ^bmrnmi i:^^T*ifee^6-xh^y^ 

(4 5) (16 Omg) £&fco 
(4 5) Otttt] 

'H-NMR {CDCh, d) : 1.04 (3H, t, J=8Hz), 1.40 (3H, t, J=8Hz), 1.78-1.98 
(2H, id), 2.34 (2H, t, J=8Hz), 4.38 (2H, q, J=8Hz), 5.45 (2H, s), 6.65 ( 
1H, t, J=8Hz), 7.00 1H, t, J=8Hz), 7.13 (1H, t, J=8Hz), 7.28 (1H, t, J=8 
Hz), 7.78 (1H, d, J=10Hz), 7.99 (1H, d, J=10Hz), 8.02 (1H, s) D 
op : J34-135-Co 

<nMW5 ; 6-xh^^A^-;H 1- {4-7 )\,*u^?j)\,) -2- 
n-7o^>X^ * *V-;u (4 6) ©£t£> 

3- [N- (4-7;v*D^>i?;i/) 73-V)\,7U] -4-xbDSJt#^ 

(4 0 omg) >*)mmmi t®m<D%&T-m&&m<D g h 
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(4 6) ( 1 6 0mg) *»fc. 
(4 6) afttl] 

'H-NMR (CDCh, 5) : 1.04 (3H, t, J=8Hz), 1.40 (3H, t, J=8Hz), 1.88 (2H, 
sextet, J=8Hz), 2.82 (2H, t, J=8Hz), 4.38 (2H, q, J=8Hz), 5.38 (2H, s), 
7.00 (4H, d, J=7Hz), 7.77 {1H, d, J=8Hz), 7.98 (1H, d 3 J=lHz), 8.00 (1H 

, dd, J=l, 8Hz)o 

np : 134-135-Co 

<9mm> 

<%mm6- 1 ; 6-xh*5/*;i/3t?-;i/-2-n-7 p ne;i/- 1- ( 2 - e 
y isfrtf-Jl) ^>X^ ^ VJ-Jl (4 7) > 
(47) ©MS] 

'H-NMR (CDCh, J) ; 1.03 (3H, t, J=7.5Hz), 1.39 (3H, t, J=7.5Hz), 1.89 
(2H, a), 2.86 (2H S t, J=7.5Hz) J 4.38 <2B, q, J=7.5Hz), 5.50 (2H, s), 6.7 
2 (1H, d, J=7.5Hz), 7.24 (1H, ■), 7.58 (1H, dt, J=7.5, 1.5Hz), 7.79 (1H, 
d, J=7.5Hz), 7.96-8.02 (2H, ■ ), 8.60 <1H, d, J=4fiz) e 
up : 84-85*C 0 

<^J&fe#J6--2 ; 6 -x Y^riy±)^-)V- 1 - ( 3 - 7^^a^<>^;v) - 

2-n-rDtr;^>^^y-;i/ (48) > 

(4 8) 

'H-NMR (CDCla , 6) : 1.04 (3H, t, J=7.5Hz), 1.39 (3H, t, J=7.5Hz), 1.90 
(2B, a), 2.81 (2H, t, J=7.5Hz), 4.39 (2H, q, J=7.5Hz), 5.39 (2H, s), 6.7 
0-6.84 (2H, a), 7.00 (1H, dt, J=8.5 1.5Hz), 7.78 (1H, d, J=8.5Hz), 
7.96 (1H, s), 8.00 (1H, d, J=8.5Hz)o 
bp : 142-146 0 C o 
<m&me-3 ; 1- (2, 6-y^nn^>^i,) 



WO 97/24334 



PCT7JP96/03858 



78 



2-n-7*D£;b-;>X^ ^V-;u (4 9) > 
[fb&fe (49) ©fttt ] 

'H-NMR (CDCh, tf) : 1.03 (3H, t, J=7.5Hz), 1.38 (3H, t, J=7.5Hz), 1.88 
(2fl, a), 2.93 (2H, t, J=7.5Hz), 4.34 (2H, q, J=7.5Hz), 5.61 (2H, s), 7.2 
6 (1H, d, J=7.5Hz), 7.39 (2H, d, J=7.5Hz), 7.68 (1H, d, J=7.5Hz), 7.84 ( 
1H, d, J=1.5Hz), 7.91 (2H, d, J=7.5Hz). 
mp : 153-156'Cc 

<^J£#J6-4 ; 1- (3-yfM>^) -6»xh^^-2 

-n-7*ntr;i/^>x>r s VJ—ji (5 o) > 

[ft^ft (50) Ofttt] 

'H-NMR (CDCh, d) : 1.02 (3H, t, J=7.5Hz), 1.41 (3H, t, J=7.5Hz), 1.89 
(2H, a), 2.29 (3H, s), 2.82 (2H, t 3 J=7.5Hz), 4.38 (2H, q, J=7.5Hz), 5.3 
5 (ZH, s), 6.79-6.86 (2H, m), 7.09 (1H, d, J=7.5Hz), 7.20 (1H, t, J=7.5H 
z), 7.76 (1H, d, J=7.5Hz), 7.95-8.02 <2H, m). 

<Hj&£0»]6-5 ; 2 - i'^ a 7D Kjb - 6 »x h - i - (2- 

7 )),*ti ^>XJ (5 1) > 

(51) ©1H4] 

'H-NMR (CDCh, (5) : 1.10 (2H, a), 1.27 (2H, a), L40 (3H, t, J=7.5Hz), 
1.95 (1H, a), 4.37 (2H, q, J=7.5Hz\ 5.56 (2R, s), 6.77 (1H, t, J=7.5Hz) 
, 7.03 (1H, t, J=7.5Hz), 7.13 (1H, t, J=7.5Hz), 7.29 (1H, a), 7.69 (1H, 
d, J=7.5Hz), 7,96 (1H, d, J=7.5Hz), 8.02 (1H, d, J=2Hz) e 
up : 122-126"Co 

^;u^>x>r (5 2) > 

[ft^ (52) o®m 
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'H-NMR (CDCL, 6) : 1.04-1.24 (2H, in), 1.24-1.39 (2H, 1.83-2.01 (1H 
, i), 5.58 (2H, s), 6.54 (1H, d, J=9Hz) J 7.16 (IB, td, J=9, 2Hz), 7.22-7 
.38 (1H, is), 7.43-7.56 (3H, a), 7.74 (1H, dd, J=9, 2Hz) 0 
Kass (FAB) : 308 (M+l) e 
IE (Nujol) : 2210cm-' o 

<MS&me- 7 ; 1 - (2-i?DD^>^) -2-y^D7^-6-xh 
*i/ii)\,X-)\,^X.<( (5 3) > 

[fls£« (53) CDftte ] 

'H-NMR (CDCla, dj : 1.38 (3H, t, J=7.5Hz), 1.90-2.21 (2H, 2.21-2.24 
(ZH, ■), 2.46-2.70 (2H, ■), 3.52-3.73 (1H, ■), 4.37 (2H, q, J=7.5Hz), 5 

.39 (2H, s), 6,34 (1H, dd, J=9, 2Hz), 7.06 (1H, td, J=9, 2Hz), 7.23 <1H, 
td, J=9, 2Hz), 7.46 (1H, dd, J=9, 2Hz), 7.83 (1H, d, J=9Hz), 7.92 <1H, 

d, J=2Hz), 8.01 (1H, dd, J=9, 2Hz)„ 

sp : 111 — 113-Co 

-n — t>*\n^>XY * (5 4) > 

(5 4) Ofctt] 

'H-HME (CDCh, 6) : 0.87 (3H, t, J=7.5Hz), 1.22-1.47 (7H, a), 1.74-1.93 
(2H. a), 2.80 (ZH, t, J=7.5Hz), 4.37 (2H, q, J-7.5Hz), 5.47 (2H, a), 6. 
39 (IE, dd, J=9, 2Hz), 7.08 (1H, id, J=9, 2Hz), 7.19-7.33 (1H, B ), 7.43 
(1H, dd, J=9, 2Hz), 7.79 (1H, d, J=9Hz), 7.94 (1H, d, J=2Hz), 8.00 <lH,d 
d, J=9, 2Hz) 0 

)\t«>X4\W—)), (5 5) > 

1- (2->dd^>^) -5-xh^;^-2-n-7DKM 
>X-f S*V-;u (2. 8g) (2 0ml) atM 0 X*MW- h 
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(10. 4g) £Ja;t, 4«Hft)MiB«Lfe. K*6**»SILfca 

0. fcftHtt©5-*JU**S/- 1- (2-^dd^>^) -2-n-7Df 
iK>X^^;-ji,(5 5) (2. 4 6g) 
(55) 

'H-NMR (DMS0-d6, (5) : 0.93 (3B, t, J=7.5Hz), 1.75 <2H, ■), 2.79 (2H, 
t, J=7.5Hz), 5.61 (2H, s), 6.49 <1H, d, J=7.5Bz), 7.21 (1H, t, J=7.5Hz), 
7.33 (1H, t, J=7.5Hz), 7.46 (1H, d, J=7.5Hz), 7.56 (1H, d, J=7.5Hz), 7.8 

0 (1H, d, J=7.5Hi), 8.20 (1H, s). 

n tr;w^>x>r ^ ( 5 6 ) > 

[ft^» (56) ©«tt] 

'H-NHR (DMS0-d6, 6) : 0.97 (3H, t, J=7.5Hz), 1.78 (2H, a), 2.23 <3H, s) 
, 3.86 (2B, q, J=7.5fiz) J 5.53 (2B, s), 6.80 (IB, d, J=7.5Bz), 6.91 (lH,s 
), 7.07 (1H, d, J=7.5Hz). 7.21 (1H, t, J=7.5Hz), 7.65 (IB, d, J=7.5Hz),7 
.79 (IB, d, J=7.5Hz) J 8.04 (1H, s), 

<Mfeffl8- 2 ; 2 -n-Z?3-)V- 7> 1- (2-^DD^>i; 
)V) <*>Z4*irV-)\, (5 7) > 
[<b^fe (57) CD«£] 

1 H-NHR (DMS0-d6, 6) : 0.84 (3B, t, J=7.5Hz), 1.34 (2H, b), 1.71 (2H, n) 
» 2.80 <2H, t, J=7.5Hz), 5.89 (2B, s), 6.03 (IB, d, J=7.5Hz), 7.13 (1H, 
t, J=7.5Hz), 7.27 (ZH, t, J=7.5Bz), .7.48 (IB, d, J=7.5Hz), 7.63 (1H, d, 
J=7.5Hi), 7.87 (IB, d, J=7.5Hz)« 
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"Oi?)l>) ^>X<< K ¥^J-)l (5 8) > 
lit£®} (58) cDSott] 

'H-NMR (DMS0-d6, 6) : 1.04-1.19 (4H, a), 2.37 (1H, ■), 5.79 (ffl, s), 7. 
00 (1H, t, J=7.5Hz), 7.15 (1H, t, J=7.5Hz), 7.27 (1H, t, J=10.5Hz), 7.37 
(1H, ■), 7.60 (1H, d, J=7.5Hz), 7.82 <1H, d, J=7.5Hz), 8.11 (1H, s) 0 
up : 224-229 # C 0 

<mmms~4 ; 2-n-:/^;u-6-;fci;u#^>- l- (2-y)\,xa^> 
^yx<i \ ( 5 9 ) > 

Cft#« (59) ©«rt4] 

'H-NMR (DMS0-d6, 6) : 0.87 <3H, t, J=7.5Hz), 1.26-1.48 (2B, .), 1.60-1. 
80 (ZB, id), 2.90 (2H, t, J=7.5Hz), 5.63 (2H, s), 6.89 (1H, td, J=9, 2Hz) 
, 7.13 (IH, td, J=9, 2Hz>, 7.20-7.44 <2H, a), 7.64 (1H S d, J=9Hz), 7.80 
(1H, dd s J=9, 2Hz) f 8.08 (1H, d, J=2Hz) c 
bp : 216-219*Co 

<S1I8#»J9 ; 1- (2-^DD^>i;;b) -6->DD^#r;| / -2-j/^ 
D7DtM>X-f <jr*J-)),mBSM (6 0) 

6-;b/l/3fl*$/- 1- (2-^DP^>i;;U) -2-J/^D7DtM>X^f 
SPV-Jl, (3 9 0mg) N, N-i/7^;i/^A75 
ft**U> (10ml) tjSD*THR*JxfcB»*fc, SST, &#£gLT£ 
(0. 2 0 8ml) MTLfc. H««-C 2«IH«#Ufc«, 

jry-AttWB (6 0) (4 5 0mg) *fig»*£LTf#fco *Btt*fi;rc 
<»S«1 0 ; 1- (2->DD^>^) -6- (4-y^fJl/7^7i 
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-)\>*?)l*)i/^j)\,) - 2 -n-7'Dtr;l^>X-i' IV^J-ji (6 1) co-£ 

6 1- (2-^DD^>y;H -2-n-7Dt:;K>X>f ^ 
(4 0 0mg) N-^^*;^75Ktl*liojtfc«fls^x 
l/> (3ml) fcSBLfe. ^Oi«l:««jWJJM2Bng) 

(3ml) fcflMJU 4-i>t3-)\s7U^y^)i7l >JIgig (271 
mg) khUi^7$> (1ml) Safc^fi/>(l0ml) fclraATHK 

^ 1- (2->DD^|/) -6- (4-y^;i,7^7xzjMf;^ 
;^») -2-n-7D^>X^^;-^ (6 1) (2 1 5mg) £f§ 

fee 

Mb A* (61) <o*4] 

'H-NMR (CDCL, d) ; 1.01 (3H, t f J=7Hz), 1.88 (2H, sextet, J=7Hz), 2.76 
(2H, t, J=7Hz), 2.95 (6H, s), 4.50 (2H, d, J=5Hz), 5.45 (2H, s), 6.32 ( 
1H, d, J=5Hz), 6.36 (1H, d t J=7Hz), 6.72 (2H, d, J=10Hz), 7.07 (1H, dt, 
J=l, 8Hz) 3 7.20-7.25 (3H, a), 7.46 (1H, dd, J=l, 8H2),' 7.58 (IB, dd, J=l 
, 8Hz), 7.76 (1H, d, J=8Hz), 7.82 TlH, d, J=lHz) c 
np : 155-156'C 0 

2-n-7 , D^K>X'f * y^J-ji (6 2) co^> 

6-*>l'#*$'- 1- (2-^dd^>^) - 2-n-7DtM>X^ 
jry-;w (2 0 0mg) 2:4-t* (i 24mg) *D»KHi 0 
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-n-7-Dtr;u^>x>f (6 2) (2 0 5rag) £$fc 0 

[ft^ft (62) cr>«5tt] 

l H-NMR (CDCh, 6) : 1.03 (3H f t, J=8Hz), 1.88 (2H, sextet, J=8Hz), 2.62 
<4H, bs), 2.72 (2H, t, J=8Hz), 3.85 (4H f bs), 5.42 (2H, s), 6.42 (1H, d 
d, J=l, 8Hz), 7.08 (1H, dt, J=l, 8Hz), 7.20-7.28 (3H } a), 7.47 (1H, dd, 
J=l, 8Hz), 7.78 (1H, dd, J=l, 8Hz) Q 
Dp : 195-197*C e 

<nMMl 2 ; 1- (2-^DD^>^) -2-n-7n^-6-^x 
WJ^W^vx^f^y-^ (6 3) cD£rj&> 

1 - (2-£dd^>v;i0 -2-n-7DtM>X>f; 
(2 0 Omg) t^*=£)W)> (1 2 5m&) OfcM« 
<D£8tfl- (2-^Do^>i;;H -2-n-7n^-6-m;i/s|fj; 
*^-;^>x>r ( 6 3) ( 1 6 0rag) fcfcfc. 

[fb£* (63) eotttt ] 

l H-NMR (CDCh, 5) : 1.03 (3H, t, J=8Hz), 1.88 (2H, sextet, J=8Hz), 2.78 
(2H, t, J=8Hz), 2.96 <4H, bt, J=5Hz), 3.88 (4H, bt, J=5Hz), 5.46 (2H, s 
), 6.34 (1H. dd, J=l, 8Hz), 7.08 (1H, dt, J=l, 8Hz), 7.26 (2H, dt, J=l, 
8Hz), 7.47 <1H, dd, J=l, 8Hz), 7v58 (1H, bd, J=8Hz), 7.76 (IE, s), 7.78 
(1H, d, J=8Hz) 0 
ap : 160-162-Ca 

<Wmi3 ; 2-n-r^;i/-l- (2-^no^>^) - 6 - [ (2- 

^ys;/ujc^) tuv^-on -ox^*v-;u (6 4) o^a> 

V-fr (2 0 Omg) t 2-?\J ( 1 2 6mg) «t5|QS«l 



WO 97/: 4334 



PCT/JP96/03&58 



84 

0fcHa©;&&-c2--ri-7*\fc-l- (2-£dd^>v;i.) -6- [ (2- 
^'J^M^H <()),] *<>X4 *W-n, ( 6 4) (2 3 0mg) $ 

[ft^tt (6 4) ©MS] 

'H-NMR <CDCh, <5) : 0.92 (3H, t, J=8Hz), 1.42 (2H, sextet, J=8Hz), 1.82 
(2H, quintet, J=8Hz), 2.82 (2H, t, J=8Hz), 4.76 (1H, d, J=5Hz), 5.46 (2 
H, s), 6.38 (1H, dd, J=l, 8Hz), 7.08 (1H, dt, J=l, 8Hz), 7.18-7.26 (2H, 
■), 7.32 (IB, d, J=8Bz), 7.46 (1H, dd, J=l, 8Hz), 7.62 (1H, dt, J=l, 8Hz 
), 7.72 (1H, dt, J=l, 8Hz), 7.82 (1H, d, J=8Hz), 7.88 (1H, d, J=lHz), 8. 
56 (1H, dd, J=l, 8Hz) 0 
dp : 175-176-Cc 

<H1KW14 ; 2-n-^;u-5-*;w^>f;i/- l- (2~^uu^>v 
)i) = (6 5) cd£&> 

2 -n-y^Jl- 1 - (2-^dd^>^) - 5-^^>X^f^ 
V'-;u (1 0 0 rag) *DSUKW1 OkH«60*ffi-C2-n"^^-5-*;u 
/^-f 1 - (2-^nn^>v;v) ^>x>r irv— ;u (6 5) ( 1 7 Om 
g) 

Hfc#*(6 5)0»tt] . 

'H-NMR (DMS0-d6, <5) : 0.84 (3H, t, J=8Hz), 1.35 (2H, sextet, J=8Hz), 1. 
68 (2H, quintet, J=8Hz), 2.78 (2H, t, J=8Hz), 5.58 (2H, s), 6.50 (1H, dd 
, J=l, 8Hz), 7.25 (1H, dt, J=l, 8Hz), 7.28 (1H, bs), 7.35 (1H, dt, J=l, 
8Hz), 7.42 (1H, d, J=10Hz), 7.56 (1H, dd, J=l t 8Hz), 7.74 (1H, dd, J=l, 
10Hz), 7.96 (1H, bs), 8.20 (1H, d, J=lHz)o 
BP : 195 — 198*C 0 
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<^ffi#Jl 5 ; 1 - { 2 ">dd^>s?M -2-^^Drnt^-6-^ 
*>J>'*;WrM>X^iry-;i/ (6 6) <D^f&> 

(10ml) fc^/i/*y > (2 9 8mg, 3 ^y-jbSjft 

2-^^d7d t:;i^>x-f * *V-;HM«i ( l 4 0 m g) £fiax 

i-f^I^ltl- (2-^7DD^>^) - 2-i/^D7nt;i/-6- 
^'j^;v^-;K>x>f = ^;-;K6 6) (20mg) 

(66) CDt)^] 

'H-NMR (CDCL, d) : 1.04-1.12 (2H, m), 1.25-1.32 (2H, ■), 1.82-1.96 (1H 
, ■), 3.68 <8H, bs), 5.56 (2H, s), 6.55 <1H, dd, J=l, 8Hz), 7.13 (IB, dt 
, J=l, 8Hz). 7.22-7.29 (2H, a), 7.30 <1H, d, J=lHz), 7.46 (1H, dd, J=l, 
8Bz), 7.77 (1H, d, J=8Hz), 
np : 193-195'Co 

<nmmiB ; I - (2-^dd^>^) -2-S/£n:rDfcr;i,-6- [ ( 

^yXJ ^ y>J-jl (6 7) cD£f&> 
1- (2-^dd^>>?;1/) - 6- ^DD^^r;i/-2-y^D7DtrM 
>X^^/-;i/i£g£jg (1 5 0mg) i:2-7$^*-;nru$;> (8 5mg 
) <t D^Jte^Ol 5 i:^I«£D^^-C 1 -'(2-^dd^>^) _2-^n7n 
tr^-6- [ (2-£»js?;m*-;i>) aju/^-r ;iO ^>x^r *^y-;u (6 7 
) (9 5mg) zmtzo 
(6 7) CD^ltt] 

'H-NMR (CDCh, 6) : 1.02-1.13 (2H, .1.24-1.32 (2H, n), 1.82-1.95 {1H 
, a), 4.76 (2H, d, J=5Hz), 5.59 (2H, s), 7.11 (1H, dt, J=l, ffiz), 7.20-7 
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.25 (2H, b), 7.34 (1H, d, J=8Hz), 7.46 (1H, dd, J=i, 8Hz), 7.60 (1H, t, 
J=5Hz), 7.66 (IB, dd, J=l, 8Hz), 7.73 (1H, s), 7,88 <1H, s). 
mp : 134-135*Co 

<nmm 1 i > 

<MS«1 7 - 1 ; 1- (2-^DD^>^) - 2-i/^D7Dt:;i/-6- 
(2-t'Jy;^jw^^;i/) ^>X-r $frv-j\, (6 8) > 

(68) omm 

'H-NMR (CDCh, 6) : 1.16 (2H, a), 1.32 (2H, n), 1.92 (1H, b), 5.61 (2H, 
s), 6.57 (1H, d, J=7.5 &tf 1.5Hz) 9 7.15 (1H, dt, J=7.5 1.5Hz), 7. 
22-7.31 (2H, m), 7.48 (1H, dd, J=7.5 RU 1.5Hz), 7.77 (1H, d, J=9Hz), 8 
.05 (2H, m) 0 
ap : 206-209*Co 

<mMffll 7-2 ; 6 - (2 1 -toy it; %)),#-)],) - i 
- (2-^PD^>i/ji/) -2-n-TD£;i/^>X>f ^v/-;u (6 9) > 
[ft^ft (69) CD^JS] 

'H-NMR (DMS0-d6, 6) : 0.92 <3H, t, J=7.5Hz), 1.65-1.99 (5H, a), 2.25 (1 
H, b), 2.77 (2H, t, J=7.5Hz), 3.50 (2H, b), 4.40 (1H, a), 5.52 (2H, s), 
6.53 (1H, d, J=7.5Hz), 7.21-7.71 (6H, b). 
bp : 96*C 0 

<*»«1 7-3 ; 1 - {2-$uw<yi/)\,) -2-y^D7f^-6- [ 

(2-t:y *ju;^>oi/] ^>x^ (7 0) > 

[ (7 0) comm 

'H-NMR (CDCb, 5) : 1.90-2.21 <2H, a), 2.25-2.37 (2H f b), 2.40-2.65 (2H 
, a), 3.64 (1R, b), 4.76 (2H, d, J=5Hz), 5.39 (2H, s), 6.33 (1H, d, J=7. 
5Hz), 7.05 (1H, t, J=7.5Hz), 7.16-7.26 (2H, o), 7.33 UH, d, J=7.5Hz), 7 
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.46 <1H, d, J=7.5Hz), 7.69-7.76 (3H, m), 7.73 (IH, d, J=7.5Hz), 7.86 (1H 
, s), 8.55 (IH, d, J=5Hz)o 
mp : 183-185'Co 

<n&Wl 7-4 ; (1- (2 -^dp^>^) - 2-n-7*n tr;i/~5- 
[ (2-WV)\,**)]s) = *V-;u (7 1) > 

[<b^ (7i) <omm 

'H-NMR (CDCh, <5) : 1.03 (3H, t, J=7.5Hz), 1.90 (2H, b), 2.80 (2H, t, J 
=7.5Hz), 4.80 (2H, d, J=5Hz), 5.44 (2fl, s), 6,40 (IH, d, J=7.5Hz), 7.09 
(1H, t, J=7.5Hz), 7.21-7.27 (3H, m), 7.34 (IH, d, J=7.5Hz), 7.47 (IH, d, 
J=7.5Hz), 7.64-7.72 (2H, b), 7.83 (IH, dd, J=7.5 fiV 2Hz), 8.30 (IB, d 
, J=2Hz), 8.56 (IH, d, J=5Hz)„ 
■P : 115-116-Cc 

<'£Mffl 1 7-5 ; 1- (2-^DD^>i?W -6 - [N-^x;u-N- ( 
7 2) > 

(72) CD«|$] 

'H-NMR (DHSO-d6, 6) : 1.03 (3H, t, J=7.5Hz), 1.87 (2H, a), 2.79 (2H, t, 
J=7.5Hz), 3.05 (3H, brs), 4.60 (IH, brs), 4.87 (IH, brs), 5.40 (2H, d, 
J=*»), 6.38 (IH, d, J=*«D, 7.05 (IH, brs), 7,20 (3H, a), 7.35-7.49 ( 
3H, a), 7.60-7.81 (2H, a), 8.54 «H, brs) 0 
up : 99*C 0 

<%Mmi 7-6 ; 1- (2 - ^dd^> i?)]/ ) - 6 - t^n -;t,£;un^-Y 
;n2-n-7Dt:M>^ (7 3) > 

Mt£«3 (7 3) 

'H-NMR (CDCh, 6) : 1.01 (3H, t, J=7.5Hz), 1.88 (2H, a), 2.78 (2H, t, J 
=7. 5Hz), 4.54 <2H, d, J=5Hz), 5.45 (2H, s), 5.95 (2H, s), 6.36 (IH, d, J 
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=7.5Hz), 6.44 OH, t, J=5Hz), 6.75-6.85 (3H, b), 7.08 <1H, t, J=7.5Hz), 

7.23 (1H, t, J=7.5Hz), 7.45 (1H, d, J=7.5Hz), 7.67 (1H, dd, J=7.5 , 2H 
z), 7.78 (1H, d, J=7.5Hz), 7.83 (IB, s). 
mp : 131-134*C 0 

<HiE0!l 17-7; 1 - (2-^DD^>y;H - 6-7xz;^;w^^fjl/ 
-2-n-7D^>X^ * ?^J-)V (7 4) > 

Ub&h (7 4) omvLl 

'H-NMR (CDCh, 6) : 1.03 (3H, t, J=7.5Hz), 1.90 (2H, ■), 2.81 (2H, t, J 
=7. 5Hz), 5.47 <2H, s), 6.40 (1H, d, J=7.5Hz), 7.06-7.18 (ZH, b), 7.26 (1 
H, t, J=7.5Hz), 7.35 (2H, t, J=7.5Hz), 7.48 (1H, d, J=7.5Hz), 7.64 (2H, 
d, J=7.5Hz), 7.72 (1H, dd, J=7.5 RXf 2Hz), 7.85-7.95 {3H, b)« 
Bp : 168*C 0 

<f£S£0U 7-8 ; 1 - (2-^op^>^) - 2 -n-7*n tr;i/- 6 - [ 

( 4 - e u y>i* f-;u) fuw^j ;u] ^>x-r s ( 7 5 ) > 

[fc^ft (75) comm 

'H-NMR (DMSO-d6, 6) : 0.93 (3H, t, J=7.5Hz), 1.76 (2H, n), 2.78 (2H, t, 
J=7.5Hz), 4.49 (2H, d, J=5Hz), 6.42 (1H, d, J=7.5Hz), 7.22 (1H, t, J=7. 

5Hz), 7.27 (2H, d, J=7.5Hz), 7.34 (1H, t, J=7.5Hz), 7.57 (1H, d, J=7.5Hz 

), 7.69 (1H, d, J=7.5Hz), 7.80 <1H, d, J=7.5Hz), 7.97 (1H. s), 8.48 (2H, 
d, J=7.5Hz), 9.03 (1H, t, J=5Hz)<>^ 

sp : 170-173-Co 

<5aMHl 7-9 ; 1- (2-^od^>^;u) -2-n-ratr;u-6- [ 
(3-^U^M?;i/) *;w^-f;u] ^>x^yv-;u (7 6) > 
(76) v>®m 

•H-NMR (DMS0-d6, 6) : 0.95 (3H, t, J=7.5Hz), 1.76 (2H, ■), 2.80 (ZH, t, 
J=7.5Hz), 4.50 (2H, d, J=5Hz), 5.60 (2H, s), 6.42 (1H, d, J=7.5Hz), 7.2 
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3 (1H, t, J=7.5Hz), 7.30-7.58 (2H, a), 7.57 <1H, d, J=7.5Hz), 7.67-7.74 
(2H, m), 7.75 (1H, d, J=7.5Hz), 7.97 (1H, s), 8.46 (1H, d, J=5Hz), 8.56 
(1H, s), 9.0 (1H, t, J=5Hz)c 
up : 193-195'Co 

<IffiWl 7 - 1 0 ; 1 - (2-£DD^>i;;i,) -6 - [N-/^)l-N- 
( 2 - tr U ;v] -2-n-7 , ot;K>X^^^ (7 7 

) > 

[ft** (7 7) CDfttt] 

'H-NMR (DHS0-d6, <5 ) : 0.90 (3H, t, J=7.5Hz), 1.70 (2H, a), 2.73 (2H, t, 
J=7.5Hz), 3.40 (3H, s), 5.42 (2H, s), 6.23 (1H, d, J=7.5Hz), 6.91 (1H, 
d, J=7.5Hz), 6.98 (1H, a), 7.15-7.25 (3H, i), 7.36 (1H, t, J=7.5Hz), 7.4 
6-7.57 (3H, ■), 8.23 (1H, a) 0 
mp : 143-146'Co 

<mMWl 7-11 ; 1- (2-^dd^>^) -6 - (*^t^'J>V£ 
;u^-;u) - 2- n-7D^K>X^^;-Jl/ (7 8) > 

[<t*tt (78) (omm 

'H-NME (CDCh, tf) : 1.03 (3H, t, J=7.SHz), 1.46-1.94 (10H, a), 2.80 (2H 
, t, J=7.5Hz), 3.32 (2H, brs), 3.64 (2H, t, J=7.5Hz), 5.41 (2H, s), 6.42 
(1H, d, J=7.5Hz), 7.07 (1H, t, J=7.5Hz), 7.19-7.29 (3H, a), .7.45 (1H, d 
, J=7.5Hz), 7.76 (1H, d, J=7.5HzU 
ap : 136-137'Co 

<$3&mi 7-1 2 ; 1- (3-*r)l"<>i>)U) - 2 -n-7*D tr;i/- 6 - 
[ (2-e»J$;;M^;i/) tuw^'Mi'} -s>X>T (7 9) > 

(79) 

'H-NMR (CDCh , 6) : 1.02 (3H, t, J=7.5Hz), 1.88 (2H, a), 2.26 (3H, s), 
2.81 (2H, t, J=7.5Hz), 4.76 (2H, d, J=5Hz)> 5.36 (2H, s), 6.78-6.84 ( 2H, 
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■). 7.07 (1H, d, J=7.5Hz), 7.13-7.22 (2H, b), 7.33 (1H, d, J=7.5Hz), 7. 
57-7.72 (2H, a), 7.78 (1H, d, J=7.5Hz), 7.94 (1H, s), 8.55 (1H, d, J=5Hz 
). 

mp : 129-131*Co 

<nfaffll 7-13; 2-n-y^;u-l- ( 2 - 7 a *<> i? )\,) -6- 
(8 0) > 

[<b£tt (80) OD&tt] 

l H-NMR (CDCh, cS) : 0.92 (3H, t, J=7.5Hz), 1.45 (2H, m), 1.83 (2H, a), 
2.86 (2H, t, J=7.5Hz), 3.06 {3H, brs), 4.61 (1H, brs), 4.86 (1H, brs), 

5.37 (2H, brd), 6.62 (1H, brd), 6.97 (IB, brs), 7.07-7.85 (8H, m), 8.57 

(1H, d s J=:5Hz)o 

np : 97-100*Co 

<%MM1 7 - 1 4 ; 1- (2-^dd^>-») - 2 -jl^jv- 6 - [ (2 
-Kuy;M-3F-;u) M^^fM^VX^^^ (81) > 
[ft^ft (81) 

'H-NMR (CDCh, 5) : 1.43 (3H, t, J=7.5Hz), 2.84 (2H, q, J=7.5Hz) ) 4.76 
(2H, d, JbSHs), 5.45 (2H, s), 6.37 (1H, d, J=7.5Hz), 7.07 (1H, t, J=7.5H 
z), 7.19-7.28 (2B, ■), 7.33 <1H, d, J=7.5Hz), 7.45 (lfl, dd, J=7.5 2 
Hz), 7.62-7.75 ( 3H, n), 7.82 (1H, d x J=7.5Hz), 7.89 (1H, d, J=2Hz), 8.55 

(1H, d, J=5Hz) 0 
mp : 167-168*Co 

<SOS«l 7-15; 2-n-^;i/- 1 - (2-^dd^>^) -7 - [ 
U-eU^JMr-;!/) iJJl/^'UV] fsZJ lt^J~-)l (8 2) > 
(8 2) ©«S] 

'H-NMR (CDCh, 6) : 0.93 (3H, t, J=7.5Hz), 1.42 (2H, a), 1.83 (2H, a), 
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2.81 (2H, t, J=7.5Hz), 4.44 (2B, d, J=5Hz), 5.70 (2H, s), 6.13 (1H, dd, 
J=7.5 RV 2Hz), 6.85-6,97 (3H, a), 7.12-7.28 (4H, a), 7.34 (1H, d, J=7. 
5Hz), 7.62 (1H, dt, J=7.5 RXf 2Hz), 7.88 (1H, d, J=7.5Hz), 8.40 (1H, d, 
J=5Hz) 0 

np : 112 — 114*Co 

<%&W 17-16 ; 2 -^>^D7*Dt:;v- 1 - ( 2 -7 - 

6- (t:^D-;i/*^;^>r;u) ^>x-r ^ v^j-ji (8 3) > 

, [{fci£tl (83) <D®m 
'H-NHE (DMS0-d6, 6) : 1.05 (4H, a), 2.27 (1H, a), 4.38 (2H, d, J=5Hz), 
5.71 (2H, s), 5.98 (2H, s), 6.73-6.91 (4H, m), 7.14 (1H, t, J=7.5Hz), 7. 
27 (1H, t, J=7.5Hz), 7.36 (1H, a), 7.55 (1H, d, J=7.5Hz), 7.73 (1H, dd, 
J=7.5 RXf 2Hz), 8.04 (1H, s), 8.87 (1H, t, J=5Hz) e 
■P : 170~173*C o 

<$mmi 7 - 1 7 ; 2 - [ [1 - (2-^DD^>yW -2-xfjK> 

Y (84) > 

(84) CDW£] 

'H-NMR (CDCh, <5) : 1.42 (3H» t, J=7.5Hz), 2.82 (2H, q, J=7.5Hz), 4.81 
(2H, d, J=7„5Hz), 5.43 (2H, s), 6.31 (1H, d, J=7.5Hz), 7.06 (1H, t, J=7. 
5Hz), 7.20-7.31 (3H, a), 7.44 (1H, d, J=7.5Hz), 7.52 (1H, dd, J=7.5 RV 
2Hz), 7.65 (M, dd, J=7.5 RU 2Hz), 7.77-7.83 (2H, a), 7.96 (1H, t, J= 
7.5Hz), 8.23 (Ifl, dd, J=7.5 RU 2Hz) 0 
g P : 204-207°C o 

<^&S#J1 7-18; 2-n-r^;u-l- ( 2 -7;i^d^>s;;i,) - e- 
(2-tf Vi/)\,*T)\sti)l^*'(Jl') ^>X>f ZfJ-)l> (8 5) > 
(85) 
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'H-NMR (CDCh, 5) : 0.92 (3H. t, J=7.5Hz), 1.38-1.49 (2H, ■), 1.77-1.88 
(2H, m), 2.86 (2H, t, J=7.5Hz), 4.78 (2H, d, J=5Hz) l 5.46 (2H, s), 6.67 
(1H, t, J=9Hz), 7.00 (1H, t, J=9Hz), 7.13 (1H, t, J=9Hz), 7.19-7.31 (2H 

, ■), 7.33 (1H, d, J=9Hz), 7.60 (1H, br 7.65-7.74 (2H, b), 7.79 

(1H, d, J=9Hz), 7.97 (1H, d, J=2Hz), 8.58 (IB, d, J=5Hz) 0 

np : 154-155'Co 

<»SW1 8 ; 6-t-7K^Wr^7;y- 1 - (2-^D^>y 
)l>) -2-n-7-D^;u^>X>r S *V-;u (8 6) £D£f£> 

6 -tUl^^r'y- 1 - (2-^7DP^>^) -2-n-7Dt!M>X^ 
fJ-fr (2 0 0mg) £t-7^l^;io-;i, (5ml) CH»u y7i" 
;i/7*X7tUJl/7^ F (0. 19ml) V7D^x^7^> (0. 

2 1ml) ^gigtriraxfco £fc»£«£4B$IH««Lb*:*, SHxf-^fcTkfc: 

J:&*Kx^;!//a,^> (1:10-1:3) ftffilvtJMI • SIBU 
*Kx^;b/^^*>J:»)lllBai/T6-t -7h^yM^7>7- 1 - 

(2-^OD^>y» -2-n-7Dl^M>X^ * (8 6) (16 

5mg) tntzo 

[it£® (8 6) 

l H-NHR (CDCh, <5) : 0.98 (3H, t, J=8Hz), 1.50 (9H, s), 1.86 (2H, sextet 
, J=8Hz), 2.72 (2H, t, J=8Hz), 5,38 (2H, s), 6.40 (1H, dd, J=l, 8Hz), 6. 
95 (1H, dd, J=l, 10Hz), 7.08 (1H, dt, J=l, 8Hz), 7.24 (1H, dt, J=l, 8Hz) 
, 7.28 (1H, d, J=lHz), 7,45 (1H, dd, J=l, 8Hz), 7.66 (1H, d, J=10Hz) o 
sp : 166-168-Co 

<m&ffll 9 ; 1- (2-^DD^>i?;i/) -6-^7^-2-n-7D^ 
^>Z4 I (87) 
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6 l - (2-^DD^>i;;i/) - 2 -n-7D tr;i^>;C>f 
KVJ-fr (2 0 Omg) c7)-xh5t h*D77>S« (4ml) fcHttfc^i^ 
ol^HK(C^^nD^^>sa (0. 14ml) £: MJ^tSh,/^ > (0. 
3 6ml) £O d CTA0;t, 2 0 'CT 2^Kffi^Ufeo &&S£&£&Kx^;i^ 

7^C£Dg^X7S^^*^> (1:10-1:3) *#UTMB3 • US* U 
H *> )1>/^*V>£ >)U&&l,Ts 1- (2-^dp^>^) -6 

-yr;-2-n-7'D^>X>f^v'-A (8 7) (1 4 Omg) 

o 

[ft^* (87) 

l H-NMR (CDCb, (?) : 1.05 <3H, t, J=8Hz), 1.90 (2H, sextet, J=8Hz), 2.85 
(2H, t, J=8Hz), 5.45 (2H, s), 6.42 (1H, dd, J=l, 8Hz), 7.15 (1H, dt, J= 
1, 8Hz), 7.28 (1H, dt, J=l, 8Hz), 7.48 (1H, s), 7.50 (1H, d, J=10Hz), 7. 
54 (1H, dd, J=l, 8Hz), 7.85 (1H, d, J=10Hz) o 
up : 124-126'C 

<$m&}20 ;1- (2-^dd^>^) - 6-/v^7^-2-n-7 
d t:;i/-;>x>f * yv-ji (88) co&f£> 
l- (2-^DD^>i/» - 2 -n-rnhr;i/^>x>r * yy—ji (i 5 o 

mg) £ b »ix^7;> (6 Irag) ft«fc^f-l/> (3ml) t«SU M 
ST^^>XW-;^D7-fF* (7 Omg) *3Sni 1 RIHUffa^ ft«RT?ifc 
»U *&&8*SU «J3Eg£Lfc e 8Sl#Sx-rWaai/l- (2-* 
nn^>y;i/) » 6 - / U - 2 - n - 7D t!JK> X-f ^ (8 
8) (1 24mg) Zfttzo 
(88) <D«Jtt] 

'H-m^CDCU-OhOD, <5) : 0.94 (3H, t, J=7.5Hz), 1.76 (2H, m), 2.71 (2H 
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, t, J=7.5Hz), 2.81 (3H, s), 5.36 (2H, s), 6.40 (1H, d, J=7.5Hz), 6.98-7 
.22 (4H, ■), 7.40 (1H, d, J=7.5Hz), 7.59 (1H, d, J=7.5Hz)o 
mp : 191-193*C 0 

<^ffifll21 ; e-^-b^r^y-l- (2-^dd^>^) -2-n- 
TO e;i^>X-f * (89) <D&f£> 

1- (2 -^dd^>v;u) -2-n-7Dt;K>x>f^y 
—)V (1 5 Omg) t b Ux^7;> (6 lmg) 4>£tt^U> (3ml) 
(62mg) $ N B«TfiD*l»B«#L2k«E», ttMU&fttt 
Eg£U£c a»%x-r;ut?eft(bU6-T-b5-;i/r ^ l - (2-^od 

- 2-n-7DK^>X^^V-^ (8 9) ( 1 4 3 rag) £f§ 

to 

(8 9) ©tttt] 

'H-NMR (CDCl 3j 6) : 1.00 (3H, t, J=7.5Hz), 1.86 (2H, m), 2.17 (3H, s), 
2.73 (2H S t, J=7.5Hz), 5.39 (2B, s), 6.43 <1H, d, J=7.5Hz) t 6.98-7.11 (2 
H, b), 7.22 (1H, t, J=7.5Hz), 7.45 (1H, d, J=7.5Hz), 7.59 (1H, brs), 7.6 
8 (1H, d, J=7.5Hz), 7.84 (1H, d, J=1.5Hz)„ 
np : 180-182 B C o 

<^MM22 ; 6-7^-1- (2-^dd^>^) - 2 -n-7*D^;i/ 
rox^w^ (9 0) <D^&> 
mfc*3-U> ( 1 0ml) , h 'J?;btD^ (1ml) ©fi^*tt£6-t 

-OX-T **V-;U (7 0 Omg) SSgfrU SfiT, 5RFlB«»lxfco 

1 - (2-^dd^>^) -2-n-7DtJK>X^ (9 0) ( 

4 5 5mg) £®fc 0 
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(9 0) Ofttt] 

'H-NHR (CDCh, (5) : 1.01 (3H, t, J=7.5Hz), 1.86 (2H, m), 2.73 (2H, t, J 
=7.5Hz), 5.30 (2H, s), 6.41 (1H, d, J=1.5Hz), 6.48 (1H, d, J=7.5Hz), 6. 
66 (IH, dd, J=7.5 &VF 1.5Hz), 7.10 (IB, t, J=7.5Hz), 7.25 (1H, t, J=7.5 
Hz), 7.46 (1H, d, J=7.5Hz), 7.57 (1H, d, J=7.5Hz) D 
Bp : 121-122*Co 

<SOSW2 3 ; 1- (2-^Dn^>'W -2-n-7D^-6-'>U'f 
K^>X>T ^ yJ~Jl (91) <D£&> 

mmm2 1 imatu^ 1 - a-tnu^yvft) -2-n-7D^- 

W h*^>X-T **V-;b (9 1) SRiSLfco 
Cflsft* (91) otttt] 

'H-NMR (DMS0-d6, 6) : 0.93 <3H, t, J=7.5Hz), 1.72 (2H, d), 2.73 (Zfl, t, 
J=7.5Hz), 5.43 (2H, s), 5.73 (2H, s), 6.42 (1H, dd, J=7.5 RXI 1.5Hz), 
7.05 (1H, dd, J=7.5 RV 1.5Hz), 7.22 (IB, dt, J=7.5 1.5Hz), 7.33 ( 
1H, dt, J=7.5 RU 1.5Hz), 7.45 <1H, d, J=7.5Hz), 7.50 (1H, s), 7.57 C1H 
, dd, J=7.5 RXf 1.5Hz), 8.50 (1H, s)» 
ap : 198'Co 

<Hil«l 2 ;3-7-fe^;i/T^y-4--hn$m^K^^;i/0|^t> 
3-rU-4-rhD$MSxW (18.4g) kN, N-S^^A^r. y > (2. 
00ml) *»Ttt(b7-fe^ir (9b1) SDDjI^ S*T2»S|gk £££50 

•C-C2»IBIK*bfe. R*»*»UfclN-MRfc*W\ B»xf-;n?2@fflffll/ 

/NK1/4) tSMBT 9* 3-r*f^/7'$>>-4--bn3cja«Bx 

(19.6g) 
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'H-NMRCCDCh, 6) : 1.42(3H. t, J=7.1Hz), 2.32(3H, s), 4.43(2H, q, J=7.1 
Hz), 7.82UH, dd, J=1.8 RU 8.7Hz), 8.25UH, d, J=8.7Hz), 9.35UH, d, J 
=1.8Hz), 10.19(1H, s). 

> 

nam 2(D^mzm\ 3-7^y-4-xhD£ms&x^;u (2.02«) t 

Sft7zz;b7-fef;b (L87g) frf,, 4--hD-3-7zzmf;i,7^ 
SgfSxf^ (3.30g) frfttzo 

'H-NMR(CDCh, d) : 1.4K3H, t, J=7.2Hi), 3.85(2H, s), 4.42(2H, q, J=7.2 
Hz), 7.34-7.49{5H, ■), 7.79(1H, ■), 8.19(1H, d, J=8.7Hz), 9.39(1H, d, J= 
1.6Hz), i0.15(lH, s). 
<Mi£#J14 ;3- [N— (2- £ n d^> >J)\,) t -b* )\*7 \ j } -4-- h n 

3-7t f ;i/7 ^ ; -4-- h nSIf |?xf (1.706g) ON, N-^^* 
Y (12ml) *ffiT?60X**{t*hU£* (0.406g) ftirai, 

fifi*e40*!B#l/fco ^2-i7DD^>i/;i (1.806g) ON, N-^ 

Jg?£ : &&x?-;i,/^*^> = 1/10-1/4) *r*^T5 C C <fc 0 , $#©3- 
[N- (2-^DD^>yjb) r-bf-^T'^y] -4-- ho^^lr^xf- ;b (2.0 
8g) £ftfc 0 

l H-NMR(CDCh, 6) : 1.38(3H, t, J=7.1Hz), 1.92(3H, s), 4.28-4.45<2H, b), 
4„72(1H, d, J=14.5Hz), 5.34UH, d, J=14.5Hz), 7.16-7.44(4H, a), 7.69{1H 
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. d, J=1.7Hi), 7.94(1H, d, J=8.4Hz), 8.13(1H, dd, J=1.7 Rv 8.4Hz). 
<Kafll5 :4 --hD-3- [N- [2- ( \- <) 7 Jl*a 

49g) fc£ft2- (hU7WD^^) (i.B9g) A»e,4-- h D -3- 

[N- [2- <HJ7;i,*d**-;i/) 7-fe*-;i,r$ ;] £Ji§gx?-,u 

U.8Zg) ftffjt. 

'H-NMEfCDCh, <5) : 1.37{3H, t, J=7.1Hz), 1.96(3H, s), 4.29-4.42(2H, .), 
4.78(1H, d, J=15.4Hz), 5.40(1H, d, J=15.4Hz), 7.38(1H, t, J=7.6Hz), 7.5 
1-7.58(2H, a), 7.6K1H, d, J=1.7Hz), 7.67(1H, d, J=7.8Hz), 7.92(111, d, J 
=8.4Hz), 8.13UH, dd, J=1.7 filf 8.4Bz)„ 
bp : 153.5— 158.0-C. 
<®£m\S :4-=hn-3- [K- [4- ( h y 7**0 

50g) ££{b4- (hu 7WD yM) (i.71 g ) fr^-^n-s- 

1.52g) zmz. 

'H-«ME(CDCh, 5) : 1.36(3H. t, J=7.1Hz), 1.91(30, s), 4.32-4. 43(2H, .), 
4.42(1H, d, J=14.6Hz), 5.33(lfl, d, J=14.6Hz), 7.30(2H, d, J=8.1Hz), 7.5 

4(2H, d, J=8.1Hz), 7.6K1H, d, J=1.8Hz), 7.96{1H, d, J=8.4Hz), 8.12(1H, 

dd, J=1.8 RV 8.4Hz). 
<KW!1 7 ;3- [N— (2-^7V^>i;;u) 7tf* 7 ^] -4-- h D 
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g&T, 60%**fc*MJ£A (0.802g) hN, N-^?WW7U* (10 

ml) 3-T-t^;vr^y-4--bD$jii^ (l.sog) on, n- 

S/7fWW7J K (10ml) ***«TFU 3WMJt#L,fc. *fc*fc2— >7 
(3.93g) ON, H-i/tr-frXfrlxTS K (lOal) Ste£?gTbT, 3 

a«*aUB"rSi:3- [N- ^-v/V^o^AO 7-fe*-;u7* -4--hn 
SJ9LSB2 -y7M> vVUx* t 1 ;!/© JteBBtfl . 96g*# iifco 
[fc«»<D«i] 

l H-NMR(CDCh, (5) : 1.92(3H, s), 4.92(1H, d, J=4.8Hz), 5.24(2H, d, J=4.9 
Hz), 5.44<2H, dd, J=7,9 fitf 2.9Hz), 7.36(lH a t, J=7.5Hz), 7.47UH, d, J 
=7. 7Hz), 7.52(1H, t, J=7.7Hz), 7.56-7.62(2R, b), 7.63-7. 71(2H, b), 7.76( 
1H, d, J=7.8Hz), 7.80(1H, d, J=1.7Hz), 7.99{1H, d, J=8.4Hz), 8.25(1H, dd 
, J=8.4 RXf 1.8Hz ). 
<K6«18 ;4-T3-y-3- (N-i-7o U;UT $ J ) SASBx 

SST* 6QX**fti*- HJ£ A (0,428g) fcN, I* (10 

b1) co^5';-lw, 3-^U;UT^y-4--hD$B#^^l/ (2.00g) ON 
, N~y^;i/*;VA;F^ p <10ml) »«*»TU 30£IB«#Lfc. &C3^ 
■ft-fV7D^ (l-46g) ON, N-^>^;V^;WA7 , < H (lOal) »«*aTU 
5BH100-C-e«#Lfco SJtettSftaK (80g) kBBifJI/ (80g) <om& 

jftt:ttff#«u s&ftfcsauitt** (sog) «E«»Lfc« aw*^'; 

3bM*7A>D7h{T77-f- (SStt : ^^>/BBxf-;i/=4/i) -off 
JW-s;:i:fc:J:!k 4-nhP-3- (H-i-rDtr;i.7^U;i/7 = -/) SfiSB 
x^/l/<&HMR»| (0.260g) £*§fco ftl>T, SfiT* 3- (N-i-7DKj|/7 
^U;i/T^) -4-- hD^M^fJV (0.260g) £x*v-;i, (3ml) fcB 



WO 97/2 4i34 



PCT/JP96/03858 



99 

■ (2mi) ztoi^ sstasft (o.519b) *jd** mmamtiLLtz. mm 

«*«V>TH*»ft|»4U S&£ig8SLfc 0 SStcSKx^-;u (30al) fc&ig 
H (30d1) «niT»*U *f«Jftt*ft (30ml) & s MES&Lfco 

/l) Unfit ZZtiZ£*) s 4-^=7-3- (N-i-7"Dt:;u^ij;u 7 5 y 
[flS*»C!)*tt] 

'H-NMRfCDCh, <5) : 0.82(3H, t, J=7.4Hz), 1.0K3H, d, J=6.9Hz), 1.24(3H, 
d, J=6.6Hz), 1.38(3H, t, J=7.0Hz), 1.54-1.62(28, n), 1.87-2.04(2H, id), 
4.34(2H, q, J=7.0Hz), 4.45(2H, s), 4.88-4.96(lH, ■), 6.78(1H, d, J=8.4Hz 
), 7.64C1H, d, J=1.9Hz), 7.87UH, dd, J=8.4 RU 1.9Hz) e 
<»»«1 9 ; 3--hD-4-7x-;uT^^;u 7 '^^$Jii#^x^;uor t ^ 

> 

RJSfcll 2©*Sfcfti\ 4-7^-3--hD^|f^ X f;b (4.04g) 
ift7z^7-lr^ (3.74b) »^3--hD-4-7xz;b7tf;b7>y$ 
Ifixf;p (6.00g) *»fc c 

3-T-fe^T5^-4-=hDSJBl#B (20.0g) <DN, N-^^;^;i / A7 
^ h' (300il) SttCN, r-*^3t?d^-f (28.9g) ^Jqx., g& 

TH»W»Lfc, £6C^>-if>;*Jl/*>7 = K (28.00g) tV?Wi,>?u^ 
>x*> (27.16g) £iD;i, 10ITCT4BB«fLfe. 8«£®Eg£U 8«£ 
^Dn*^AklOX*Bft^hy^A*«»*ftl^ tKJWtfc. TkJIiclOlfi 

K (14.4b) Zfttzo 
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'H-NMR(DMS0-d6, 6) : 6.93(1H, dd, J=1.8 RV 9.0Hz), 7.43(1H, d, J=1.8H 
z), 7.52(2B, br s), 7.65(2H, t, J=7.5Hz), 7.74(1H, t, J=7.5Hz), 7.98-7.8 
2(3H, a), 12.74UH, s) e 
<S!11012 1 ;N-^>-t? >*;i/*rji,-3- (t:7x-;i/-H;Mf;b7; ; 

N-^>4f>^^^-;U-3-^^ y -4-- hD^>X7; H (lO.Og) CD;** 
y-A (150ml) &fc£2055&&*&£y£A*&?£ (56. 5g) i:4-7D^^;i, 
^x-iP (11.5s) £2)0*. 70'CT-3B$gam#b£o tfabTffttJLfctsii** 

y ) -4-"ho^>X7; F*U £ZJI*4.27g»fc. 

l H-NMR(DMSO-d6, 6) : 4.65(2H, d, J=5.8Hz), 7.19(1H, d, J=8.9Hz), 7.33-7 
.42(4H, ■), 7.57-7.7K4H, b), 7.75-7.81(2H, ■), 8.02UH, d, J=8.9Hz) ) 8. 
6K1H, br t) 0 
IE(Nujol) : 1598cb-' 0 
<$i&M2 2 ; N-^>-tr>^i^-;i/-4-7; ^ -3- (t7x_>iV-4-^ 

N-^>-fe">^;u^-;u-3- df7x-;i/-4-^v^f;i/7U ) -4--h 
u^>X7* FfcU^Aig (4.27g) ^OX»fcK**y>A*»JS (10.7g) , S 
11*9 J -)\, (200ml) (©S^WCSX^S^A/ft* (0.64g) fcflo*., 
■«T35"Cei4WH«}*L/fc. T-fe Y > (T*Y>/fcS/2, 4 

00ml) *»£TffffiLfcl8B***U HffS«SSUfeo «&£«8bT#r ttiL 

t:7x-;u-4->f a^^ts j) ^yXTK k*u (3.i5g) 
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l H-NMR(DMS0-d6, 6) : 4.3K2H, d, J=5.7Hz), 4.85(2H, s), 4.9K1H, br t t 
J=5.7Hz), 6.45(lH f d, J=7.9Hz), 7.07(1H, s), 7.13(1H, d, J=7.9Ez), 7.29- 
7.36(4H, a), 7.43-7,47(4H, a), 7.60(2H, d, J=8.1Hz), 7.65(2H, d, J=7.6Hz 
), 7.73-7.76(2H, ■ ). 
IR(Nujol) : 1574cm- ! e 
<m&m2 3 ;N- (2-e»JS>;M*-;iO -4-7**)lTK;-2-=. ha^ 

4-7*f-;i/7$y-3-r:hD£,»gK Cl.OOg) hN, N-y^;^A7 
$ K (0.20g) ©*ft^^l/> (15ml) **C*fc**1J-»J;u (1.25g) ^tKJ^T 

-x;i/*Jdx n Jgffi<b3-&fc c c<a8«s. 2-7$ y;**-;i/t:'js/> (o.483g 

) kh'Jxf;i,75> (0.35g) c7)JI<b^^U> (15ml) Sfclctoifco g»"Cl 
fipHa»Lfca, (100ml x 2®) , h U (1 

OOal) TiSfe»Lfc, #«UB*«H8UTN- (2-tr'J^Mf;H - 4 - 7 ^^ ;u 
7$y-3-- hn^>X7$ F£0.99gf3fc o 

l H-NMR(CDCl 3j 6) : 2.33(3H, s), 4.76(2H, d, J=4.8Hz), 7.25(1H, dd, J=5. 
0 7.2Hz), 7.34(1H, d, J=7.9Hz), 7.7H1H, dt, J=1.8 RU 7.8Hz), 7.8 
4(1H, s), 8.14UH, dd, J=2.1 RU 8.8Hz), 8.58UH, d, J=4.9Hz), 8.77(1H, 
d, J=2.1Hz), 8.90UH, d, J=8.0Hzh ,10.47(1H, s) a 
<«*«*. 2 4 ;K- (2- 1: U i^M -4-7-fe^;U7 1 J -3-7 $ > ^ 
>X7^ F<DKit> 

N- (2-trUi;;u^^) -4-7*^1,7 $;-3-r: hn^>X7^ y (10 
.0g) cO^c^y— ;u (150ml) £&£5^5^A/&£ (2.53g) sun*, 
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) TSStcdiitcJ; !k n- (2-e»J^M*;u) -4-r-t:^7^ y -3- 

7^;^>X7; K£8.02tf§fco 

l H~NMR(DMS0-d6, d) : 2.06(3H 3 s), 4.52(2H, d, J=5.9Hz), 5.09(2H, s), 7. 
10(1H, dd, J=1.9 RXf 8.2Hz), 7.22-7.30(3H, n) f 7.38(1H, d, J=8.2Hz), 7. 
75<1H, dt, J=1.7 7.6Hz), 8.50UH, d, J=4.6Hz), 8.84(1H, t, J=5.8Hz) 
, 9.19(1H, s) 0 

<R3fi«2 5 ;N- (2- 1 U ^JV^f-^) -4-7M:*-;i/7 * -3- (4 — * 

N» (2~t:u ^;M^;iO -4-7-te*\^7*;-3-7Sv^>X;PS K (o. 

80s) CDN, N-i?^WWA7^ h* (lOnl) «W:Sft4-'<>^*^> 
(L31g) kKa**^hU«>A (1.18s) ^inx.s 90-CT-2RH«»Ufc. 

U ^'j*M*7A^DTKy77-f-ta8fScti:J:»), N— (2- try 
i?;i/^f-^) -4~T-tz^;u7'^ y-3- (4-^>v^^^v^>v;i/T^y ) 
^>X7^ K*0.434s»fc. 

'H-NMRpMSO-dB, 6) : 2.07(3H, s), 4.30(2H, d, J=5.6Hz), 4.5K2H, d, J=5 
.Six), 5„07(2H, a), 5.68(1H, t, J=5.6Hz), 6.97(2H, d, J=8.6Hz), 7.14(2H, 
a), 7-25(2H, dd, J=3.4 RTf 7.4Hz)/ 7.32(4H, t, 7.5Hz), 7.38(2H, t, J=7 
.1Hz), 7.44(2H, d, J=7.2Hz), 7.72(1H, dt, J=L8 »IF 7.7Hz), 8.49UH, dd 
, J=1.9 StF 5.3Hz), 8.89(1H, t, J=5.9Hz), 9.28{1H, s) 0 
<»3t«2 6 ;N- (2-tV^Mf;W -4-7-fe^;U7 ^ J -3- (3, 4- 

80g) ON, N-v^;i/*;uA^ HS6« (10ml) £Sg<b3, A-*?-\s>¥** 
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*>-Ov;U (0.962g) fcfiB*Jf$*h U£A (0.710g) *JflA, 80-CT4KH« 
#Lfc 6 EJfc*fc£Dn*;i/Afc*£iin*. ^Dnstwi/AftULfco JffllJIS* 

iSfiSU i/'J^^7A^D7h^77^f» (j£Ktt : RBxf-;i,/^ 
*y-;u=9/l) TfSMH-rs;: N- U s>;u*^;t,) 

;i/7$y-3- (3, 4-^*1/ ^V**^;/^;^ 5 y K>X7; F£0.49g 

l H-NMR(DMS0-d6, 6) : 2.08(3H, s), 4.29(2H, s), 4.52(2H, d, J=5.9Hz), 5. 
27UH, s), 5.97(2H, s), 6.84-6.88(2H, n), 6.96(1H S s), 7.10(1H, d, J=1.3 
Hz), 7.13UH, dd, J=1.6 RTf 8.2Hz), 7.25-7.32(3H, a), 7.76(1H, dt, J=l. 
2 RTf 7.6Hz ), 8.51UH, d, J=4.8Hz), 8.90UH, t, J=5.8Hz), 9.28(1H, s) c 
<K60»J2 7 ;N- (2- 1: U S*;M -4-7'-b^;bT^ y -3- [4- (1 

, 2, 3--=F-T^rv r -;i/-4--r;i/) ^>^;i/T^y] ^>x?= K©S«> 

N- (2-fcT'J v;t>y^;b) -4-7^7^7^ /-3-7;M>X7; h* (0. 
800g) <9**y-;i, (10ml) »«£4- (4-7DT^^7irji) -i, 2, 3 
-*7*J7*J-)V (L08g) fc^iacR^hy^A (0.710g) fcj&Q*. 70*CT1B# 

#&xif;u/^*y-;b=g/i) -caHtSiiitJ: !>> N- (2-tril ?■ 
;iO »4«7'-fe^i/T^ /-3- [4- (1, 2, 3-^r^7-v r -;p-4-^;i/) 

v^T^ y ] ^>X7^ K£0.830gf#fc o 

'H-MDKCDCh, 6) : 2.1K3H, s), 4.43-5. 56(2H, m), 5.92(1H, t, J=5.9Hz) ) 
7.5K1H, d, J=1.4Hz), 7.15UH, dd, J=1.6 fitf 8.1Hz), 7.22(2H, dd, J=l. 
9 Stf 8.1Hz), 7.33(1H, d, J=8.1Hz), 7.57(2H, d, J=8.1Hz), 7.69(1H, dt, 
J=1.8 5V 7. 7Hz), 8.09(2H, d, J=8.2Hz), 8.47(1H, dd, J=1.9 &tjt 5.2Hz), 
8.89UH, t, J=5.9Hz), 9.34UH, s), 9.58(1H, s). 
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<K&0>]2 8 ; N-^>^>^;u*-;u-4-7^;1/:p^ y -3- - hP^> 

4-T-b^;U7^y-3--hPgB#K (lO.OOg) ON, N-S? 
^ K (300ml) g«£N, N' i &*J—)\f (14.45?) £$0*, 

"ClBSIHlJBtbfc. Kfc, ^>-tf>;ui>*>:^ K (14.03g) ii^rift^^D 
^V^-feV (13,58g) £j&D;U 10(TCT72HSHI«#bfc. * o d fc*£in 

-^>-tf >x;i/^-;u-4-r-tT-;u7-^ y -3-- hP^>X7; K£i2.67gft 

l H-NMR(DMS0-d6, <5 ) : 2.08(311, s), 7.39-7.47(3H, id), 7.65(1H, d, J=8.5Hz 
), 7.84(2H, dd, J=1.4 atf 7.7Hz), 8.1K1H, dd, J=1.9 fiV 8.4Hz), 8.38( 
18, d, J=1.9Hz), 10.34(1H, s) e 

N — ^>lz>X)l>*-)l>-4-7 J t?-)l'7l J -3-- h n^>X7> * h* (12.67 
g) (200b1) (30ml) Cig3b>U «B***»J«>ix (7.59g) 

*lD;tfc. ***B«T* 40"C.T24RBs 5H5$^A/«* (2.53g) 

D7K77-f- (8H« : Mx^i//^*>-^=4/l) TWRTSCfcK: 
it). N-^>^>*;i/*-;V-4-7 , -tef-;i'7S ^ -3-7^^>X7 * K£6 

'MWMDMSMB, 6) : 2.06(3H, s), 7.07UH, dd, J=L8 8.3Hz), 7.17( 
1H, d, J=1.8Hz), 7.44(1H, d f J=8.3Hz), 7.6K2H, t), 7.68UH, t), 7.96(2H 
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, d> J=7.5Hz), 9.19(1H, s). 
IE(Nujol) : 1682ca"' 0 
<Ri£0!J3O ; N-^>-tf>x;i/^-;u-4-T-t^;i/T^^-3- (2-- hu 

T= ^^>X7-^ K (0.60s) fcftft2--hn^>^ (0.52g) *pf>N— <>-tf 
K (0.79g) £ftfc e 

>H-NMR(DMS0-d6, 6) : 2.08(3H, s), 4.72(2H, d, J=5.0Hz), 5.92(1H, a), 6. 
86<1H, s) ( 7.13(1H, d, J=8.1Hz), 7.31(1H, d, J=8.0Hz), 7. 49-7. 58(3H, m), 
7.60(2H, d, J=7.6Hz), 7.66(1H, t. J=7.4Hz), 7.86(2H, d, J=7.7Hz), 8.11( 
1H, d, J=8.3Hz), 9.37{ lfi, s) D 
<m&W3 i ; N-^>^>*;i,*-;i,-4-T-fe^;t,T^ ; -Z-^yV)\,T 

7=;^>X7^ h (o.eog) (o.47 g ) ^^n-^>^*>^^^- 

JU-4-T-tr^^^ ;-3-^>^>?^M>X7 = K (0.38g) 

'H-XMR (MSO-d6, <J) : 2.07 (3H^s), 4.35(2H, d, J=5.5Hz), 5.73UH, s) 
, 7.06(1H, s), 7.14UH, d, J=8.3Hz), 7.21-7.28(2H, m), 7.32(2H, t, J=7.3 
Hz), 7.37(2H, d, J=7.6Hz), 7.53(2H, t, J=7.4Hz), 7.59UH, t, J=7.0Hz), 7 
.88(ZH, d, J=7,7Hz), 9.29(1H, s), 12.34{1H, s) e 

<KiWJ3 2 ; N-^>if>*;u*-;i/-4-r^;b7^ y-3- ( 2j 4-0; 
7;^D^>^ 7 i ( /) ^>X7; K©KJt> 

N-^>4f>^;i / ^-; l/ _4-^-tr^;i/T^ y-3-7;M>X?; K (0.60g 
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) t^itZ, 4- V 7 a (0.656g) i:KH*«AU^A (0.423g) © 

(7b1) **t60-CClBB«ffUfc. &J£tt«WBU »ttfc->'J* 

R1-ac:i:fc:J:!>* N-^>-tf >^;i/^-;i/-4-r-t^;i/T ^ ^ -3- (2, 4- 
S/7;^n^>v?;u:r = y) -;>X7^ Hfc0.370gi§fc. 
[fls*»©1Wl] 

'IH(MR(DMSO-d6, d) : 2.05(3H, s), 4.34(2H, d, J=5.5Hz), 5.60(1H. s), 7. 
02(1H, t, J=8.0Hz), 7.06{1H, s), 7.16-7.27(3R, m), 7.38-7.5K4H, a), 7.8 
2(2H, d, J=7.2Hz), 9.27(1H, s), 12.35UH, s), 
<®lii#J3 3 ; N-^>-e>^;v^-;v-4-THr^;i/T^y-3- (4-- b n 

wtmz 2<Dj5&\zm\ N--<>-tf>^;i/^-;i'-4-T-fe^;i/T * j -3- 

TXJ^yXTX h* (0.50g) kJMb4--hn^>S?;i, (0.436g) N-^ 
>4?>*;u*-;u-4-r^;u7^ y-3- (4-- h o^>i/)i7* j ) ^> 

X7; K <0,52g) fc&fc. 

•H-NMRfDMSO-dS, 5) : 2.09<3H, s), 4.54(2H, d, J=5.0Hz), 6.10(1H, s), 6. 
89(1H, d, J=1.8Hz), 7.14(1H, dd, J=1.8 RU 8.2Hz), 7.39(1H, d, J=8.2Hz) 
, -7.58-7.65(4H, m) 9 7.68(1H, t, J=7.6Hz), 7.92(2H, dd, J=1.4 Stf 7.4Hz) 
, 8.20(2H, d, J=8.7Hz), 9.36(1H, s); 12.28(1H, s). 
<KB«|3 4 ;N— ^>-tf>^;i/*-;v-4-7 , -b^7$ V-3- [4- (1, 2 

RatM3 2©£i££$£V\ N-^>^>^^*-^-4-7-ir^>H/T S J -3- 
7^^>X7; b* (O.SOg) t4- (4- 7Pf ;< 3-)V7 -1, 2, 3-3 1 

TitT^—fr (0.45g) iP6> N-^>-K>^^*-^-4-7 > -fe^;i/T ^ > -3- 
[4- (1. 2, 3-^7^7V-;H4-^^) -OS^T^] ^>X7; K (0 
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.38ri 

'H-NMRfDMSO-dS, d ) : 2.10(3H t s), 4.46(2H, d, J=5.3Hz). 5.96(1H, s), 7. 

03(1H, s), 7.14(1H, dd, J=1.7 8.2Hz), 7.40(1H, d, J=8.0Hz), 7.52-7. 

61(4H, n), 7.65(1H, t, J=7.1Hz) ) 7.93(2H, d, J=7.6Hz), 8.10(2H, d, J=8.2 

Hz), 9.35(1H, s), 9.58UH, s), 12.31(1H, s), 
<Kfi0!3 5 ; 3-^* y-2-- hP£&fr$x^;uD5£i£> 
3-7W7?^-2-rhDS»« (20.2g) , mm® (11.4g) , 

x*y-;i/ (300ml) Ofi&ft*23RfB*nttiBaTT«ff Lfe. &EETx*y- 

;i^l00mlg£U SSS-CifrSJLfcSU SjeML^KRTkS^-hy^A (19.5g) 

fc^tr** (200al) fcfcltfc. ffiffiLfctSBttUL * 8& 

t*Ki^i:^*»>©l»2©a^* (3tal) fciMKU 

J H-NHR(CDCl 3j 5) : 1.39(3H, t, J=7.1Hz), 4.37(2H, q, J=7.1Hz), 6.4K2H, 

br s), 6.83<1H, d, J=8.7Hz), 8.00UH, dd, J=1.8 8.7Hz), 8.85(1H, d 
, J=1.8Hz)« 

3-7;;-2--|sDjIlixfJl/ (2.98g) tN, N- l? > (2 

obiI) o**cttfc7-fe^;i/ (i3ni) WfiTifco aa-e48sna#u 
fe 0 ioxaH-eass«tmtfc u »Bxf;i/»m (20) , £«/i£zka (3® 
) Ltz* wet, «*«*br»6nfca«c^*>*iDAisaft**ft- 

&H£«#K ^*i*->&7f>U f2«T5£fcfc«fc D3-7**^;i,:p* h 
D ^IfUxfJb £3. 30gft £ e 

'HHKCDCh, (5) : 1.42(3H, t), 2.33(3H, s), 4.42(2H, q). 8.27(1H, dd, 



WO 97/24334 



PCT/JP9 6/03858 



108 

J=1.9 &Tf 8.9Hz), 8.89UH, d, J=1.9Hz), 8.91UH, d, J=8.?Hz), 10.54(1H, 
br s) 0 

<a*afiW3 7 ; j-frT $ J -3-7 * ,/S:JRS«x?-;KD«Hg> 

**3£H«T* 3-7-bf-;UT^y-2--hDSa«K^;i' <149.4g) * 5X 
rtvVbk/Vm (14.9g) , Stfx*;-;!/ (1500ml) ©a^SD*15iePJ«ff L 

r-fef-^r^y-3-T$-/SJft#Kx^;i/fell4.4gS&. 

l H-N>lR(DKS0-d6, (5) : 1.27(3H, t), 2.05(3H, s), 4.23(2H, q), 5.19(2H, s) 
, 7.13(1H, d, J=8.2Hz), 7.35(1H, s), 7.47(1H, d, J=8.2Hz), 9.19{1H, s) 

<SIJi§03 2 4 ; 1- (2-^DP^>yjH -6-x h x 
Jl/-^>X>f (92) © £i£> 

(2.07g) lcx*y-;i, (20ml) k*B (Hal) £tfi§5tf* (3.07g) felnx.x 4 

->'J*m7Ai?DV^77>f- : >/»gxf-;u = l 

00/0-70/30) tSMf ZZtlzXb, 1- (2-£ddal>5;/i,) h^- 
^;b^tfx;i,-2-^;i^>X>r (9 2) (1.46g) fcftfco 

[fls6* (9 2) cDDtt] 

l H-NMR(CDCl 3 , <5) : 1.39(3fi, t, J=7.1Hz), 2.57(3H, s), 4.37(2H, q, J=7.1 
Hz), 5.46(2H, s), 6.41(1H, d, J=7.8Hz), 7.10(1H, t, J=7.8Hz), 7.25(1H, 
t), 7.47(1H, d, J=8.0Hz), 7.75(1H, d, J=8.4Hz) t 7.94UH, s), 8.00(1H, d 
d, J=1.5 »V 8.4Hz)c 
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K?"J-)\, (9 3) ©£g£> 

4©£i£{cfl£w 3-7f-'j;i/7^y-4-^hnSJ&§Bxf-;i, (1. 
00g) tH-Mt-X^U (0.843g) *e,3- (N-* ^l/^ Vfr7 ~ J ) -4-~h 
nS.tSKx^;u©ffl«Ktl (l.OOg) *HTStll«i2 40*»T6-x 

ht^4JW;;i-l-^^-Z- n -7ni; M> X^ (9 3) (o 

• 56g) tfffc. 

[(b£4*> (93) 

'H-MffltCDCl,, <5) : 1.08(3H, t, J=7.4Hz), 1.43(3H, t, J=7.0Hz), 1.89-1.9 
7(2B, a), 2.89(2H, t, J=7.7Hz), 3.79(3H, s), 4.38-4.44(2H, ■), 7.7K1H, 
d, J=8.4Hz), 7.96(1H, dd, J=8.4 MI 1.5Hz, ), 8.05UH, d, J=1.4Hz). 

<mmi 6 ; l-n-7f A-S-i ^i/*;W = A-2-n-7 D tA'OX 
■i X VJ-JU (94) 

m.UT. 60%7K*ft± h D e?A (0.428g) fcN, K-y^f-^^r* H (10 
il) 0X5'J-(c, 3-y^ij;bT5y-4--hDSJ&#ifi^;v (i. 8 6g) ON 
, I-«^^**i7? K (10«1) jgfcfcJSTU 30»HfflteaH*Lfc. * 
C3<>fl:n-;/?;u (i.97f) ON, I-j;^^*^/? H (IObI) ^M^jjgT 
LT, S0lC-ei3WmSn»Lfc. (70g) t»ifi^;u (70g) <a& 

■&mz&m£Ltz<, ®£>titznmz*vt (2®) , tg«ft* SEauBurs- 

(N-n-7f;i,7fi;^7^) -4-ihD5SfJt«x9-;uoa«H» ( 2 .59g 
) *&fco SUT, ^«6^2 4ffl^-El- D -7 , f-;i/-6-xh^i/^;u^-;i, 
-2-n-7Dt;K>x-f^«;-A (9 4) (0.81g) tfffc. 

[fli£*J (94) Otrft] 

'H-NHE(CDC1 3> 5) : 0.98(3H, t, J=7.4Hz), 1.08(3H. t, J=7.4Hz), 1.43(3H 
, t, J=7.1Hz), 1.75-1.83(2H, i), 1.91-1.98(2H, ■), 2.88(2H, t, J=7.6Hz), 
4.15(28, t, J=7.5Hz), 4.42(2H, q, J=7.2Hz), 7.73(1H, d, J=8.4Hz), 7.96( 
1H, dd, J=8.5 St5 1.5Hz), 8.06UH, d, J=1.4Hz). 
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<KIS«2 7 ;1- (3-i7DD^>yM -6-x^^j J ^-; K2 -n- 
roe;i^>x-f 5*V-;i/ (9 5) <D£f&> 

RfiMl 4©*at:ttv\ 3-7?-U;UT* y-4-ii hn£&#gx^;b (l. 
86g) kJ|{b3-^DD^>s;;i/ (1.64g) £-£3- [N- (3-^DD^>yM 7 

■f5Ck?k<lliS^J2 4£>£t£T\ 1- (3-£dd-o^;1/) 
^-^-2-n-7D^K>X^^/-iK 9 5) (0.57*) fcfflfcUfc. 
[ft^ft (95) flDtttt] 

l H-NMR(CDCh, 6) : 1.02(3H, t, J=7.4Hz), 1.39(3H, t, J=7.1Hz), 1.85-1.9 
2(2H, ■), 2.80(2H, t, J=7.5Hz), 4.38(2H a q, J=7.1Hz), 5.37{2H, s), 6.86( 
1H, d, J=7.4Hz), 7.04C1H, s), 7.21-7.29(2H, a), 7.77UH, d, J=8.4Hz), 7. 
96(1H, d, J=1.2Hz), 7.99(1H, dd, J=8.5 Slf 1.5Hz). 

<*Hfi0J2 8 ; l-^>v;V-6-x ^y^jb^z;K2-n-7P ¥)1^>X 
J l¥^J-)l (9 6) CD£j*> 

86g) k^fb^>^;u (l.36g) fr£3- [N-^r/^vr^yn^* y] -4-- 

6) (0.97g) t*»Ufc. 
(96) ®«M£] 

l H-NHR(CDCh, tf) : 1.01(3H, t, J=7.4Hz), 1.39(3H, t, J=7.1Hz), 1.83-1.9 
M2H, ■), 2.8K2H, t, J=7.5H2), 4.37(2H, q, J=7.1Hz), 5.40(2H, s), 7.03( 
IB, d, J=6.4Hz), 7.28-7.33(3H, a), 7.76(1H, d, J=8.4Hz), 7.98(1H, dd, J= 
8.4 SIF 1.2Hz), 8.00(1H, s) 0 

<^ffifll2 9 ; 1- (4-^DD^>y;H -6-x h *i/*;u#-/u-2-n- 
7ue;i/^>X>f (9 7) <D<&f£> 
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86g) i:*fl34-*DD^>^ (1.64g) *63- [N— (4«^dd^>^) 7 

n-7DKM>X-f?^ ( 9 7) (1.06g) fcfcifcLfc. 
[ft** (97) ©ftft] 

'H-NMR(CDC1 3 , 5) : 1.02(38, t, J=7.4Hz), 1.39(3H, t, J=7. 1Hz), 1.83-1.9 
2(2H, ■), 2.80(2H, t, J=7.8Hz), 4.38(2H, q, J=7.5Hz), 5.36(2H, s), 6.96{ 
2H, d,.J=8.2Hz), 7.29(2H, d, J=8.3Hz), 7.76(1H, d, J=8.4Hz), 7.96UH, d, 
J=I.2Hz), 7.99UH, dd, J=8.3 fiV i.2Hz)o 

<^Ste^J3 0 ;6-xh^2/*;u#-;u-2-^^;b-i- [2- (HJ^ntD 
**-;iO ^>y;i/] ^>x-f (9 8) 

WW«2 4©*atfti\ 4--hD-3- [H— [2- (h'j7^D^^) 
T-b^/U^^y] »JMMx*;i, (1.82s) *M-xh**a;i,tf- 
^-2-**;u-i- [2- ( h »J7;Ua|-D**;iO ^>^] 
^ ( 9 8 ) (1.32s) 

(98) Ofctt] 

'IMWKCDCl,, d) : 1.38(3H, t, J=7.1Hz), 2.53<3H, s), 4.37(2H, q, J=7.1 
Hz), 5.58(2H J s), 6.47(1H, d, J=7.7Hz), 7.36(1H, t, J=7.5Hz), 7.4K1H, 
t, J=7.5Bz), 7.75-7.97(2H, ■), 7.94(1B, d, J=1.0Hj), 8.02UH, dd, J=K6 
RTF 8.6Ez) 0 

<?mm3 1 ;6-xh^^A;i/toH2-^;b-i- [4- (HJ7;i/*D 

^>^;i/] ^yXJ X try-)], (99) cD*j&> 
*>W2 4©»i6fcttt\ 4--hD-3- [N— [4- (hU7Wn^;b) 
7Mr*-;ur*y] SJRSKx?-;i, (L52s) *»£6-x h*^*,^- 
;u-2-**-;u-i- [4- (h'j7;i/tD^f*) ^>s;;u] -ox>r **v-;i, 
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(9 9 ) (1.22g) Z'fttzo 
[fb^SD (99) flDtttt] 

l H-NMR(CDCl 3 , 6) : 1.39(3H, t, J=7.1Hz), 2.58(3H, s), 4.38(2H, q, J=7.1 
Hz), 5.44(2H, s), 7.15(2H, d, J=8.2Hz), 7.59(2H, d, J=8.2Hz), 7.75(1H, d 
, J=8.3Hz), 7.97C1H, s), 8.00.OH, dd, J=1.5 RXf 8.5Hz) 0 

<SOS«3 2;l- (3, 4- i? 9 a u -6-x h *is±i)iX-)\,-2 
-*?Jl^>XJ * (10 0) CD£f&> 

Kitftl 1 4CD?j&{zm\ 3-T-tr5 L ;i/T^y-4--hD$JH^x^;b (l. 
50g) fc*ft3, 4-y^DD^>yJl/ (1.74g) #63- [N- (3, 

f4ct4<Siai«2 4®*S-el- (3, 4-^^dd^>^) _ 6 _ xh ^^ 
*;i^x;i/-2->^;u^>X>f ^**V-;i/ ( 1 0 0) (0.76g) fcStfcUfc. 

[ft** (ioo) o*it] 

'H-NHRtCDCU, 6) : 1.40(3H, t, J=7.1Hz), 2.58(3H, s), 4.39(2H 3 q, J=7.2 
Hz), 5.33(2H> s), 6.84UH, dd, J=8.4 Rlf 2.3Hz), 7.16C2H, d, J=2.0Hz), 
7.39(1H, d, J=8.3Hz), 7.74(1H, d, J=8.4Hz), 7.96(1H, d, J=1.2Hz), 8.00(1 
H, dd, J=8.4 RXf 1.5Hz)o 

<Hlfc0!l3 3 ;1- (^7x^-4-^jMfW -G-xh^A;^ 
-2-*fJU^>X-f (1 0 1) (D&f$L> 

HJBWI1 4©^a«c«M. 3-T-lr^7'^> f -4--hn^m#gx^;i/ (1. 
51g) i:4-^DD^^t7xz;b (1.46g) 3- [N- (t7xr;M- 

-OM^;u) T-b^vr^y] -4-- h D£S#»x?-;i,<BffiBK$j (i.44g) 

3rS/*;i/^x;u-2-^5 L ^>X^ S*V-;U (10 1) (1.13g) 

[<b6*i (ion ©urn] 

l H-NMR(CDCl 3 , <5) : 1.39(3H, t, J=7.1Hz), 2.62{3H, s), 4.38(2H, q, J=7.1 
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Hz), 5.42(2H, s), 7.11(2H, d, J=8.2Hz), 7.34(1H, a), 7.42(2H, n), 7.54(4 
H, ■), 7.74(1H, d, J=8.4Hz), 7.99(1H, dd, J=1.5 Rlf 8.4Hz), 8.06<1H, d, 
J=1.5H2) 0 

) ^>X>T S (10 2) 

m&&n 4<D^m^m\ 3-y-ir^;u7 ? ^y-4-^hn^t#g?x^ (i. 

50g) t%it2-*?)l^>i/j\, (1.65g) *&3- [N— (2-/^;t^>^;i0 T 

;H ^>X>f * (10 2) (0.81s) C£» Lfco 

(10 2) coifeft] 

'H-MUCDCh. ff) : 1.38(3H, t, J=7.2Hz), 2.43<3H, a), 2.54(3H, s), 4.36 
(2H, q, J=7.2Hz), 5.33(20, s), 6.35UH, d, J=7.7Hz), 7.03UH, t, J=8.2Hz 
), 7.18-7.25(28, ■), 7.75(1H, d, J=8.5Hz), 7.91(1H, d, J=1.2Hz), 7.98(1H 
, dd, J=8.5 a V 1.5Hz). 

<$mm3 5 ; fi-x^y^-^-l- (2-^ h 
r-Jl'Om I fJ-)l> (10 3) (0£$L> 

KfiMl 4©*atttv\ Z-y^^rJiy^j -4-- h Dtiiiiifji, (i. 
16ff) h|gfc2-* h^ri/^>i/;v (l.44g) d>£3- [N— {I- * 

ffl2 4<&;frST6-x h (2-^ h^>^>*;;i/) -2-^f 
M>X-f^^;-;K10 3) (1.18b) ft»fc. 
[ft** (10 3) Ofttt] 

1 H-NMR(CDCh, d) : I.39(3H, t, J=7.2Hz), 2.60(3H, s) f 3.90<3H, s), 4.37 
(2H, q, J=7.2Hz), 5.36(2H, s), 6.61UH, d, J=7.4Hz), 6.82(1H, t, J=7.5Hz 
), 6.92(1H, d, J=8.3Hz), 7.27(1H, ■), 7.7K1H, d, J=8.4Hz), 7.96(1H, dd, 
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J=L5 RXf 8.4Hz), 8.03(1H, d, J=1.3Hs). 

<«SW3 6 ; 6-x h^2/*;u#-;u-l- -2-^ 
\ ¥V-)\t (10 4) <D-£&> 

WlfeMl 4©£SC«V\ Z-7*f-)lT ^ ;-4-- hD^|f®x^ (l. 
60g) i:«ffc4-^ b^v^>i/;i/ (1.49g) 3- [N- (4--* h*^>^ 
;u) r-t^vr* v] -4-- hDSJft*Bxf-;K7)a)BIH»*»fc. fturU 

^vox-f (10 4) (i.27s) £&fc 0 

[ft** (10 4) OWfi] 

l H-NMR(CDCh,d) : 1.40(3H, t, J=7.1Hz), 2.59(3H, s), 3.77(3H, s), 4.38( 
2H, q, J=7.1Hz), 5.3K2H, s), 6.84<2H, a), 7.00(2H, m), 7.71UH, d, J=8. 
4Hz), 7.97UH, dd, J=1.4 £tf 8.4Hz), 8.03(1H, d, J=1.3Hz). 

<Hffi0i3 7 ; 1- [2- (^>-e>*JW*-;Mf\M/) ^>i;;b] -6-x 
i/*jl«-2-^M>X'f (10 5) <D&&> 

KSM1 4 0£Bfcfl£v\ 3-T-bf-;i'T^y-4--hDSASRsf-;i/ (1. 
OOg) ££ft2- (^>-t?>^;i/^x;v^^;u) ^>^;i/ (1.93s) iP?>3- [N — 
[2- {^>4f >x^^x;u^^;i/) T'-fe^r^y] -4-- h d£ 

^>X>C ( 1 0 5) (0.89g) ctiifcc 

[ft** (10 5) 

'H-NWKCDCh, (5) : 1.37(38, t, J=7.1Hz), 2.57{3H, s), 4.36(2H, q, J=7.1 

Hz), 4.50(2H, s), 5.6EK2H, s), 6.38UH, d, J=6.7Hz), 6.88UH, dd, J=1.5 

fit? 7.31b), 7.1Q-7.18(2B, a), 7.57(2H, t, J=7.6Hz), 7.59-7. 78(2H, a), 7 

.79(1H, dd, J=0.8 RZJF 8.1Hz), 7.92(1H, d, J=L2Hz), 7.9911H, dd, J=1.5 
Stf 8.4Hz)o 
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<Hffi0!J3 8 ;1- -6- {l-isTs^isyflsitirisji 

-2-^A^>X-i' * (106) 0-&f£> 

mMmi 4<ni5mz'&\,\ 3- [k- {i-^tj^'j^t^^ti - 

4--hD$,6§^2-^Ty-c>^^x7^;i, (3.33g) (2-^M> 

-;K 1 0 6 ) (1.75s) 
Cft^tt (10 6) CD^ftt] 

'H-NMRtCDCh, t5) : 2.60(3H, s), 5.55(2H, s), 5.60(2H, s), 6.68(1H, d, J 
=7.3Hx), 7.41-7. 48(3H, ■), 7.6H2H, ■), 7.72(1H, d, J=7.6Hz), 7.76(1H J d 
, J=7.6Hz), 7.77(1H, d, J=8,6Hz), 8.02(1H, s), 8.05UH, dd, J=8.4 
5Hz) 0 

-2-^^-;^>X^ (10 7) cd^> 

SBSW 1 4®;£&(c$£v\ 3-7*^;i/T*y-4-— hng&aBx7-;i/ (j 
.OOg) i:2-7D^f;i/e7i-Jl/ (1.47g) 3- [N- (t:7x-;u-2 

tt*g$T£::h£<|l5&#j2 4^fet'l- (t7z^-2-f;M^l/) -6 
h*'y*;i/^-2-^fM>X'f $ (10 7) (1.31g) C£ 

(10 7) <JD»tt ] 

'H-HHMCDCh, 6) : 1.41(3H, t, J=7.3Hz), 2.39(3H, s), 4.38(2H, q, J=7.3 
Hz), 5.27(2H, s), 6.68(1H, d, J=7,9Hz), 7.2K1H, dt, J=9.0 2.1Hz), 
7.32-7.39(4H, a), 7.43 (IB,- dd, J=7.3 fitf 1. 9Hz), 7.46-7.51(2H, n), 7.68 
(1H, d, J=8.4Hz), 7.87(1H, d, J=1.3Hz), 7.95(1H, dd, J=8.4 RV 1.5H 

<^JB0!J4 0 ; l-^>^-6-x^i/jj;^^-2-/fM>X'f IV 
*J-)V (108) <D£f£> 
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OOg) fc5Mb^>s;;i/ (1.02g) ^63- (N-^VvVlT-t^^T^ J ) -4--h 
D$MBx?^S»ft fl d©*»©tt»HrSwtft<WS«I2 4CD*aTl - 
^>v;b-6-x ^yi]^zjl/-2-/fjK>X^ (10 8) ( 

0.71g) tcSftUfc, 

(10 8) <D®m 

'H-NMEtCDCh, 6) : 1.39(3H, t, J=7.1Hz), 2.58(3H, s), 4.38(2H, q, J=7.1 
Hz), 5.38(2H, s), 7.05{2H, dd, J=8.3 »tf 1.8Hz), 7.28-7.33(3H, 7.72 
(IB, d, J=8.4Hz), 7.98{1H, dd, J=8.4 1.5Hz), 8.02{1H, d, J=1.2Hz) 

o 

<H£6094 1 ;1- (4-t- ^M>S?iH -6-x h *i/£;i^-;b-2- 

■^;i/^>X-< ^ (10 9) o^s£> 

KalMl 4®»i£tai\ 2-T±f-)lTi; -4-- h n$m^&x?-;u (1. 
oog) fcjMb4-t-7*-;i^>5J;i/ (i.35g) *p*>3- [N— (4-t-r^;i/^>v 

ifcfit<SllS«2 4©^^T1- (4-t-7-^^^>^;U) -6-ihiry« 

r/b-2-^^>^^r;-^ (10 9) <ommm (i.eog) £$fc 0 

) ^>^;W-^ (110) <D&&> 

OOg) t^tZ-i-y^Af-)^ (i.32g) ip&3- [N- (2-±7f-;v^f-;i/) r 

<%mm2 4c7)^i£-e6-xh3ev*;i/^-;i/-2-/^;i/-i- (2-^7^;M 
^>X^W-^««8* (110) (1.28g) *»fc 0 
<SOS«4 3 ;1- (lf7xx;H-fJM^) -6-xf^>A;^ 

(111) <D£f&> 
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(2.00g) k4-^DD^^e7x-jl/ (2.28g) *t,3- [N- (t7x-;u-4 

-6-x h *2/*;i,^-;b-2-xf-;^>x-i' * $*V-;u (111) (2. 
07g) ££&Lfco 
[ft^ft'(l 1 1) ©fttt] 

'H-HMKCDCh, <5) ; 1.39(3H, t, J=7.2Hz) J 1.45(3H, t, J=7.5Hz), 2.90{2H, 
q, J=7.5Hz), 4.38(2H, q, J=7.2Hz), 5.43(2H, s), 7.10(2H, d, J=8.3Hz), 7 
.33-7.36(lH a 7.43(2H, t, J=7.4Hz), 7.5i-7.56(4H, m), 7.79(1H, d, J=8 
,5Hz), 7.80(1H, dd, J=K5 RXI 8.4Hz), 8.05UH, d, J=1.3Hz) a 

<fmm4 4 ;1- (2-^DD^>y» -5-ih^rS/3b;^-;u-2-^f- 
)1^>X^ * (112) <D&&> 

mmmi 4<o%&tzm\ 4-r±^)iri^-2--ho^M t mm^)v (3. 

15g) kftft2-^DD^>i?;b (3.85g) *>e>4- [N- 7> 

-^M>X^^;-jl/ (112) (2.54g) tZg&L£ 0 
[ft-&tt (112) ] 

'H-NMR(CDCh, <5) : i.41(3H, t, J=7.1Hz), 2.59(3H, s), 4.40(2H, q, J=7.1 
Hz), 5.43(1H, s), 6.43(1H, d, J=7.8Hz), 7.10(1H, t, J=7.5Hz), 7.19(1H, d 
, J=8.5Hz), 7.25UH, a), 7.46(1H, d, J=8.1Hz), 7.95(1H, dd, J=l.4 RV 8 
.4Hz), 8.47(1H, s). 

<mMM4 5;l- (2, 6-^^DD^>i;;i/) -6-x h*S/*;i/tf-;i/-2 
-/r^^>X>f = (113) 

K£0U 4©»»c«lv 3-7Mzfjv:r$>-4-=hn£Jft§»x?-;i, (l. 
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50g) kftfls2, 6-^^DD^>i/jW (2.14g) *>63- [N- (2, 

tSCt«c<jlll5«2 4©»iS"Cl- (2, 6-S?>dd^>s;;H 
^;i^-2-^f^>X>f;^;-^ (113) (0.91g) C^U: 9 

(ii3) o®m 

'H-HHMCDCh, tf) : 1.38(3H, t, J=7.1Hz), 2.64(3H, s), 4.34(2H, q, J=7. 
1Hz), 5.6K2H, s), 7.30(1R, dd, J=7.6 RTI 8.5Hz), 7.40(2H, d, J=8.0Hz), 
7.66(1H, d, J=8.4Hz), 7.87(1H, d, J=l,lHz), 7.91(1H, dd, J=8.4 RV 1.5 
Bz)o 

<50WJ4 6 ; 6-xh^i/*^Jl/-2-ii-7Dt:;i/-l-i-7DtM> 

IW-JU (114) <D£rf£> 
4-7^ y -3- (H-i-T'D^WJ;!/?^) Sltlxf;i/ (0.06g) 
Cf*g? (2*1) £iJ0;t> 90-C-C14RFH«#bfc. Si6«*«£EiBI8LT. 6-x h 
^^^fc^^-n-rD t;i/-l-i-rn tJK>X^f ^ ^v-^ (114 
) £0.05 g^fcc 
Dft£3? (114) ©«M4] 

'H-NHR<CDCb, 5) : L07(3H, t, J=7.4Hz), 1.43(3H, t, J=7.0Hz), L69(6H, 
d, J=6.9Hz), 1.85~1.92(2H, ■), 2.9K2H, t, J=7.7Hz), 4.4K2H, q, J=7.3H 
z), 4.67-4.76UH, ■), 7.72UH, d, J=8.3Hz), 7.94(1H, dd, J=8.7 fitf 1-5H 
z), 8.25<1H, d, J=1.2Hz) 0 
<Wfam$ 7 ;2-^>y^-6-xh^>iiJl/5|?=;i/-l-^fM>X>f S ¥ 

(115) cd£*S> 

4--hD-3-7x-;i/T-b5 L ;i/7 ? ^> f S^^5 L >'K0.924g) ON, N-S/'^ 
rWA7^ K (lOul) *STT?60J**ft^bU^A (0.166s) * 

Unix SB-e-B#n«#bfc« 3*ft/f-^ (o.so«i) *im*, ss-e-RBMt 
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IN- JIB, o-3^T*-Cfti»U «KS«JEB*Lfco SSiS/Ua^ 

;^7A^D7hir77^» («JR» : BBx^/^\*^> = l/10-l/4) 
TfWH-rscfcfcJiDx 4--ho-3- [N- 7xzm^7;y 
] SA*Bx^;i/ (O.SlOg) Z'&tzo ZOlbO (0.148g) Cx*;-jb (2ml) , 
»K (lal) * &ttt§7C& (0.240g) fcftuis 2^F^iaiSibfco ^#££3] U ft 
MII^'J*y;i/^vh^7^- (JiK&« : £dd*;u 
A/BBx^i/ = 2/l) -CWSfCx 2-^>i;;v-6-3ih^i/7j;u^-;b-l- 
**)1,'<>X4 ( 1 1 5 ) *0.090g»fc. 

(115) 

l H-NMR(CDCl 3 , 6) : 1.4K3H, t, J=7.1Hz), 3.63<3H, s), 4.32(2H, s), 4.40 
(2H, q, J=7.1Hz), 7.21-7.26(3H, ■), 7.27-7. 32(2H, a), 7.72(1H, d, J=8.4H 
z), 7.98<1H, dd, J=1.5 RV 8.4Hz), 8.03(1H, d, J=1.3Ha) 0 

<I«E«4 8 ;1- (2, i-VtuwoVJU) -6-x h *i/*ji,#-;b-2 
-*?-)l>^>XJ (116) (D^&> 

l^Ts 60X**fc*HJ$A (0.357g) iiN, N-y^MWA7U* (8o 

l) (dz? u-ii, 3-T-fe^;wr^ h'-4--hDSliixf^ (i.50g) on, 

N-^^l/^UAT^ F (8ml) &S£*§TU 30^H«»U&- »fc*fb2, 
4-^^dd^>^;|/ (1.74g) ON, N-^^f;^;i/A7^ K (8nl) «»&9i 
TlTs M#B«*Lfc. £«B«*SB (50g) fcMKx*-;i, (60s) ©B«» 

ttt#»*u s (sog) -e2Eiai*bfc- t 
In 3- [n— (2, 4-v^dd^>s;;i/) r-b^i/r^y] -4-rhD$M 
Bx^©a»»»«.5&»fc. C0fc<Ott*«rs;:*:&<* x*y-;u (23 

ai) s #B (i2ai) c&igu ^^tc^Tt^ (3.32g) saniu emmmmmi, 

■x^ (60*1) h#iIB (SOffll) tait^Bbfc. *«tBttfUaBB*£± h 
■J£A**« (50g) T«s» Us ^^T* (50g) T2ial«i*U ^ESJSlt 
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/ R8xf;H/J-l/l) -eaHU 1- (2, 4-y^D-;>^) -6-x 
h^r^*;u^-ju-2-y^;i,^>x^ (116) £0.94*»fc q 

[<b^« di6) omm 

"H-KMRtCDCh, 6) : 1.40(3H, t, J=7.1Hz), 2.56(3H, s), 4.38{2H, q, J=7.1 
Hz), 5.4K2H, s), 6.34(1H, d, J=8.4Hz), 7.09(1H, dd, J=8.4 &TJ 2.0Hz), 
7.49UH, d, J=2.0Hz), 7.75(1R, d, J=8.4Hz), 7.92(1H, s), 8.00UH, dd, J= 
8.5 1.4Hz)o 

<3QSW4 9 ; 6-£;u#**>-l- (4-£ n a^>vjy) -2-n-7*D 
>X>f ^ (117) <D&&> 

1- (4-£ o n-~o -6-xh^r-/^;^i/-2-n-7De;K>X 
-Y<*V-;u (i.06g) tclojbkKftthy^A*** (3.57*) (5 

no tfr (3.57g) ^jtrax., lieninawMtLfc. ioxsaT£jfc«*pH6fc:u&. 

Sat« : f^x^;u/y*y-;b=4/l) TttSU 5- (4* 
9 n -2-n-rot:;K>x^^^;-;i/ (117) £0.63gf§;fc 

[<b£*3 (117) 

l H-N«R(DMSO-d6, 5) : 0.96(3H, t, J=7.3Hz), 1.7G-1.88(2H, *), 3.10-3. 23 ( 
2H» m), 5.83{2H, s), 7.27(2H, d, J=8.4Hz), 7.44(2H, d t J=8.4Hz), 7.89(1 
H, d, J=8.4Hz), 7.89<1H, d, J=8.5Hz), 8.28(1H, s), 

;u ( 1 1 8 ) (D^jg> 

;i/^-;i/^>X>T £*V— ;u (0.56g) £6- £;u*^>-l-y 7^-2-n- 
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yu WOXj l (118) (0.46?) 4ftfc 0 

(118) 

'H-NMRjDMSO-dG, 6) : 1.00(3H, t, J=7.3Hz), 1.79-1.93(2H, b), 3.06(3H, t 
, J=7.4Hz), 3.92(3H, s), 7.76UH, d, J=8.4Hz), 7.97(1H, d, J=8.4H2) a 8.3 
M1H, s), 

<5QMJ5 1 ;6-*;^i/-2-n-7DK;b-i-i-7DKM>X^ < 
(119) flD^dt> 

**WM 9<D£ffiJct£i\ 6-x h^i/*;i/#-;!/-z-n«7'Dh:JU-l-i- 
rD^^X-f^V-^ (0.045s) »66-*WS/«2-n-7Dt;i/-l 
-i-rn K^>x-f ^ ( 1 1 9 ) (0.045g) *»fc 0 

[Yb<&tt (119) ©fttt] 

'B-NMRfChOD, d>) : 0.98{3H, t, J=7.4Hz), 1.61(6H, d, J=6.9Hz), 1.74-1.8 
2(2H, a), 2.89(2H, t, J=7.5Hz), 3.21-3.24(2H, a), 4.78-4.83UH, a), 7.51 
(1H, d, J=8.3Hz), 7.84(1H, dd, J=8.4 RU 1.5Hz), 8.26(1H, s) e 
<T^*teM 5 2 ; l-D-W-6-*;i/^^-2- n -7Dt'M>^ = ^; 

(12 0) <d^js> 

tf/WOX* \y*J-)\, (0.81k) *e»l-n-^;i/-6-*;u#^-2-n-r 
D KM>X-f ^ *V-;u ( 1 2 0) (0.60e) fc^fce 
[<b^& (12 0) «5*tl] 

'IHlME(DMS0-d6, 6) : 1.02(3H, t, J=7.3Hz), 1.17(3H, t, J=7,3Hz), 1.33-1 
-4K2H, a), 1.70-1. 77(2H, a), 1.85-1. 93(2H, a), 3.07(2H, t, J=7.6Hz), 4. 
42(2H, t, J=7.4Hz) 3 7.78(1H, d, J=8.5Hz), 7.99(1H, dd, J=8.5 RXJF 1.0Hz) 
, 8.35UH, s), 13.13(1H, s). 
<*K0!5 3 ; 6-*;P4<^v-l- (2-^DD^>i/jl/) _2-* *\tt,^>;C 

4 \ w-fr (i2i) o6«> 
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V/-;u (10. Og) lcx*y-;i, (80ml) StflOfckBMt:)- h 'J ■> A?k;g& (37g) 

*ftui4BSHfflStufco fij6«*»aLfca, io*igir?pH6£3igLfc 0 euaa 

-2-^M>X^^ (12 1) (8.30g) fcfcfc. 
<^Jte^»l 5 4 ; 6-*;i/#*^-l- (2, 6-v^dd^c>v;U) -2-*f-;i^c 
* (12 2) <9-£f£> 

3 0*atC!6l\ 1- (2, 6-^^dd^>v;V) -6-x^i/A;i, 
I ¥^J-)l (0.90g) *>£6-*;i/#3r$/-l- (2, 6 
-^^DD^>y;i/) -2-^x^^>X^ ^ VJ-)l> ( 1 2 2) (0.72g) 

[ftifc* (12 2) <D*Mt ] 

'H-NMRfDMSO-de, <? ) : 2.60(3H, s), 5.71(2H, s), 7.46(1H, t, J=7.9Bz), 7. 
57(3H, t, J=8.2Hz), 7.73(2H, a), 12.57(1H, s). 

<HJ£0J5 5 ;6-A;i/**^-2-^^-l- [2- (hU7Wn^^) 
^ -OX^^ (12 3) £)£rJ&> 

SI»M5 3©*»K:fti\ e-x^^;^-;i'-2-/fii/-i- [2- (h 
U7WD^f;i/) ^>^;b] "*>X-f (1.17g) ^6-2/ 

-2-^;u-i- [2- ( h U7^d^^) *>j;;i/] 'OX-f 
( 1 2 3) (0.98g) fc»fc. 
(12 3) CD®m 

l H-NMR<DMS0-d6, 6) : 2.49(3H, s), 5.70(2H, s), 6.46-6. 51(1H, ■), 7.51(2 
H, fi), 7.65(1H, d, J=8.4Hz), 7.8K1H, dd, J=1.4 RU 8.4Hz), 7.82-7.87(1 
H, ■), 7.9K1H, s), 
<HI6#!5 6 ;6-a/l/**S'-2-**\H'-l-_[4- ( h U 7 ;u*d.* *■;!,) 
^>x^ * *V-;u (124) £>-£fw> 
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*1SW5 3©»actj£i^ 6-xh^ri/^-;i/-2-^^-i- [4- (h 

-2-^^-;b-i- [4- ( h y 7;u^d^x;u) ^>y;u] ^>x^ * 
( 1 2 4) (1.07g) Zmco 

Hb&b (12 4) 

'H-NMR(DHS0-d6 t 6) : 2.85(3H, s), 5.92(2H, s), 7.50(2H, d, J=8.1Hz), 7. 
74(2H, d, J=8.1Bz), 7.88UH, d, J=8.5Hz), 8.07UH, d, J=8,5Hz), 8.31(1H, 
s), 13.3(1H, br s). 

<HJfe0*5 7 ; 6-*;U3i?*$/-l- (3, 4-;^dd^>s?;|/) -2-^^;U^ 
>X>T * (12 5) co^^> 

^ifefllS 3©*St{£l^ 1- (3, 4-y^DD^>i/M -6-x h 

^-;i/-2-^^;i/^>x-r $ir*J-)v (o.76g) fr&6-*/i/**s/-i- (3, 4 

-S/^DD^>t/^) -2-;^;i/^>X^ ^7— ( 1 2 5) (0.55g) 

(12 5) z>®m 

l H-NMR(DMS0-d6, 6) : 2.56{3H, s), 5.6K2H, s), 6.98(1H, dd, J=8.4 RXf 
1.9Hz), 7.46(1H, d, J=1.9Hz) 1 7.59(1H, d, J=8.3Hz), 7.63(1H, d, J=8.4Hz) 
, 7.81(1H, dd, J=8.4 RXf 1.4Hz), 8.07(1H, s), 12.76UH, s) 0 

-fr (12 6) 6D^> 

0.97g) KllOX*Bfli^hyi>A*** (3.61g) fcx*>r-;u (5ml) 4:* (3nl) 
^>^iV-6-*my-2-n-7DtM>X^;W-;b (12 6) (0.8 

5g) zmtco 
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[ft £8) (12 6) 

'H-NMB(DHS0-d6, <5) : 0.94(3H, t, J=7.4Hz), 1.73-1.81(2H, n), 2.85(2H, t 
, J=7.3Hz), 5.59(2H, s), 7.07(2H, dd, J=l.l Stf 8.3Hz), 7.27UH, t, J = 
7.3Hz), 7.33(2H, t, J=7.4Hz), 7.65(1H, d, J=8.4Hz). 7.79(1H, dd, J=1.5 
RTf 8.4Hz), 8.04(1H, s)„ 

<^?«&M 5 9 ;6-*»#*S'-l- (3-*DD'«>^) -2-J-7DKM 
>X-f s j'V-.H' (12 7) 

8073&£ftv\ 1- (3-*nD/<>i?;iO -6-x h**/***-;!/ 
_2- n -7'Dt;W^>X^5yy-Jl' (0.57«) #e,t—t>»,#*i'-l- (3-f 
DD-Of*) -2-n-7Dt!JVA>X-f^ 1 ;-* ( 1 2 7 ) (0.35s) * » 

[flS*« (12 7) 

•H-NME(DMS0-d6, <5 ) : 0.94OH, t, J=7.3Hz), 1.70-1. 79(2H, ■), 2.83(2H, 
t, J=7.4Hz), 5.59<2H, s), 6.94(1H, s). 7.15(1H, s), 7.34(2H, d, J=4.4Hz) 
, 7.59(18, d, J=8.4Hz), 7.8K1E, d, J=8.1Hz), 8.02UH, s). 

<«M16 0 ;6-*;i<tf*->- Z- l- (Z-=bn«c>JW) <0 
X^ 5 i*V-^ (12 8) ©6f£> 

5 8«M5r»C*^ 6-xh*i/*;V*^V- 2-^^-1- (2~- 
ho^>> ! ;v) ^>X-f $.7^-* (0.61g) 6-a;w*4-^- 2-* 9^ 
- 1- (2--hD^>^H ^>X-f-5yy-;i' ( 1 2 8) (0.35g) fcfffc. 
[ft^gS (12 8) <0«t] 

•H-)MR(DMS0-d6, c5) : 2.5K3H, s), 5.96(2H, a), 6.33(1H, d, J=7.0Hz), 7. 
55-7.62(2H, ■), 7.66(1H, d, J=8.3Hz), 7.8H1H, d, J=8.4Hz), 8.06(1H, s), 
8.24(1B, d, J=7.0Hz), 12.66(1H, s). 

<^1BW6 1 ;6-*A-#*5'-l- (2-^t" ! >^) -2-^x^>X 
•f 5 W->\> (12 1) 
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(1.456s) tx#;-^ (15ml) ai«X*Bftt h y (10,6g 
) *HD*-RliajaStLfc« SJS6«S»fflUfc«, 10»H«-CpH6lcBSLfc. 

-2-/*-;t^>X-f ( 1 2 1 ) (0.645g) £ftfc 0 

<^ft#]62 ;6-*;M?*^-]- (2, 4-x£ D d^>v*;u) -2-;<f-;i^ 
>X>f * ;p (12 9) 0&&> 
1- (2, 4-i?^no^>i/» -6-x^yijj^rji-2-^f;K>X^f 
(0.94s) UW*Bfc*HJ$A*»* (3.10g) fcx*./-;i, (]0m 

i) sjpi, mmiiflttitafcufeo iox£»T?£j6«*pH6fcHHLfc. #?fflufcje 

) -2-**;i^>X-f **V-;U (12 9) £0.68g*3fc o 
(12 9) Ofttt ] 

'H-MKRtDHSO-dB, (5) : 2.52(3H, s), 5.61(2H, s), 6.54(1H, d, J=8.4Hz), 7. 
33(1B, dd, J=8.4 2.1Hz), 7.64(1H, d, J=8.4Hz), 7.74UH, d, J=2.1Hz) 
, 7.8K1H, dd, J=8.4 £tf 1.5Hz), 7.98(1H, s), 12.72(1H, s) 0 

<H*fc#J6 3 ; 1- (e:7*x;u-4— -6-±r;i,tf *;>_2-;<^ 
;t^>X-f = $>V-;i/ (13 0) cd-&&> 

«li«5 3o*afc«K 1- (t:7xz;i,-4-^Mf;i/) -e- x ^^ 
^^-;W-2-^^;^>x>f * *V-r;u (1.10g) frfci- (£7x -;u-4-^f 
-6-*;^^i/-2-^f;K>X^f (no) (0.83g) 

[Yb^ (13 0) ofctt ] 

■H-NMRfDMSO-dB, <5 ) : 2.53(3H, s), 5.6K2H, s), 7.18(2H, d, J=8.2Hz), 7. 
34(1H, b), 7.43(2H, d), 7.62(5H, a), 7.79(1H, dd, J=1.6 8.5Hz), 8.0 
9(1H, d, J=1.0Hz), 12.72(1H, br s) 0 
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<HJ60q6 4 ;1- (4-t-7^)l^>i/)^) -6- ^j;v^y-2-^ 
X-f = (13 1) <7)£f£> 

-jH2-^M>X-f ^ £V-;i/ (1.34g) ipe>l- (4-t-7f-;i^>5^) 
-6-^^^^S/-2-^^;V^>X>f \ 9V -fr (131) (0.55g) 

o 

[fb£* (13 1) ©Mi] 

'H-NMR(DMS0-d6, (5) : 1.22(9H, s), 2.57(3B, s), 5.52(2H, s), 7.03(2H, d, 
J=8.2Hz), 7.35UH, d, J=8.3Hz), 7.60(111, d, J=8.4Hz), 7.78(1H, dd, J=8. 
4 1.5Hz), 8.06(1H, s), 12.71(1H, s) c 

<%mm§ 5 ; 6-*;M**^-2-*f-;u-l- (2- is ^>X 
* Y'J-Jl (13 2) 

;u^>^;i/) ^>x-f s (0.8ig) ^e>6-*;i/^^S/-2-^^;u-i- 

(2»y^;^^>^) ^>X^2V-;u ( 1 3 2 ) (0.49s) £f#fc„ 
[<fc-&«5 (13 2) CO«$] 

'H-NMR{DMSO-d6, <J ) : 2.4K3H, s), 2.48(3R, s), 5.55C2H, s), 6.14(1H, d, 
J=7.6Hz), 7.02UH, t, J=7,4Hz), 7.17UH, t, J=7.3Hz) l 7,26(1B, d, J=7.4 
Hz), 7.65(1H, d, J=8.4Hz), 7.8K1H, dd, J=8.4 &V 1.4Hz), 7.97UH, d, J 
=l.lHz), 12.7K1H, s)o 

X-f IW-JU (13 3) <o&m> 

;U) -Z-;*f-;i^>X4 (1.63g) jtpe>6-*JUtf*S/-l- (2-* 

h^i/^>^;V) -2-/f-^>X^ * *V-;U (13 3) (LOOg) *»fc. 
[fc^tt (13 3) GD«J&] 
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'H-NMR(DMS0-d6, 6) : 2.55{3H, s), 3.8H3H, s), 5.42(2H, s), 6.77(1H, a) 
, 6.85(1H, m), 7.05(1H, b), 7.28UH, m), 7.58(1H, m), 7.76(1H, n), 7.99( 
1H, s), 12.65UH, br s) e 

X-f (13 4) 

;u) -2-^^;i/-<>x^ *<pv-^ (i.27g) j^e-^tf^-i- {4-^ h 

^ri/^>^;i.) -2-*^;v^>X>f ( 1 3 4) (0.99&) Zfttzo 

[<t$m (13 4) 

'H-NMUDMSO-dS, 6) : 2.86<3H, s), 3.71(3H, s), 5.69(2H, s), 6.92(2H, d, 
J=8.4Hz), 7.27(2fi, d, J=8.4Hz), 7.84(1H, d, J=8.5Hz), 8.04UH, d, J=8.5 

Hz), 8.33UH, s), 13.25(1H, br t) 0 
<nMM6 8 ;6-*;i/^^^>-2-^^;u-l- [2- (^>-tf >x;i/*-;M 

-i>^;u] -c>X>r ^*V-;i/ (13 5) 
^ffi#J5 3£D£££ftv\ 6-xF^ri/^J^-;H2-^ji / -l- [2- 

>-t?>>ut,*-;M^;u) ^>y;i/| ^>X>r ^ (0.89g) a>e>6-*» 

^=^^-2-^f-;i,-l- [2- (^>-2>x;i,*-;Mx;lO ^>X-< 

S ( 1 3 5) (0.74s) zmz, 

[ft A* (13 5) ■ 

l H-NMR(DMS0-d6, d) : 2.44(3H, s),> 4.99(2H, s), 5.71{2H, s), 6.08(1H, d, 
J^.5Hz), 7.12-7.20(3H, m), 7.64-7.70(3H, b), 7.77-7.83(2H, b), 7.89(2H 
, s), 7.90<1H, s), 12.7K1H, s) 0 

<ld£#i6 9 ;G-±t)iX*i/-l- (2— >7V^>^;v) -2-^;u^>X 
^ ^ V^J-Jl (13 6) 
^£0»J5 3<7)l5mzm\ 1- (2-i/7 , y^>^;u) -6- (2-y7 j^yv 

-2-^;k>x^^ (2.04g) ^^e-*^^^ 
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v-1- (2-isT -Z-*?)\,'<>X<( I ?^J-)l> (13 6) (1.1 

4g) 

(13 6) Otttt] 

1 H-NMR(DMS0-d6, (5) : 2.54(3H, s), 5.80(2H, s), 6.78(1H, d, J=7.8Hz), 7. 
51(1H. t, J=7.4Hz), 7.6K1H, dt, J=7.8 RTfi 1.2Hz), 7.64(1H, d, J=8.4Hz) 
, 7.80UH, dd, J=8.4 l.SHa), 7.94(1H, d, J=6.7Hz), 8.00UH, d, J=l. 
1Hz), 12.70UH, s). 

;i^>x^ = *v-;u (13 7) <d&&> 

*^-;H-yfM>^;^ (l.31g) ^<b6-*;i^**>-l- ( 
^^-^^--Ol^x^) -2-^M>X^^/-;Kl3 7) (1.07 
g) *»fe. 

[ item (13 7) 

'H-NHRtDHSO-dB, 6) : 2.32(3H, s), 5.45(2H, s), 6.61(1H, d, J=7.7Hz), 7. 
26(1H, dt, J=7.7 £tf i.4Ha), 7.31UH, dd, J=7.5 RU 1.3Hz), 7.36(1H, d 
t, J=7.5 aif 0.7Hz), 7.40-7.46UH, i), 7.46-7.52(4H, a), 7.57(1H, d, J= 
8.4b), 7.76(1H, dd, J=7.9 atfl.SHi), 7.86(1B, d, J=1.2Hz), 12.72(1H, s 
)« 

(13 8) 

*>>c-f syy-jt' (o.7ig) ipei-^v^-e-*^^^^-^-^^^^ 

x-f s yy-* ( 1 3 8) (0.59g) *#fco 
[fc£«3 (13 8) £0^fi] 

>H-NMR(DMSQ-d6, <J) : 2.56(3H, s), 5.57(2H, s), 7.1K1H, d, J=8.0Hz), 7. 
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27(1H, t, J=7.2Hz), 7.32-7.35(2H, b), 7.6K1H, d, J=8.3Hz), 7.79(1H, dd, 
J=8.4 fitf 1.3Hz), 8.06(1H, s), 12.75(111, s). 
<&*M7 2 ; 6-;b;Mi**>-2-*f\fc-l- (2-^7^;M^;u) ^OX 
<i (13 9) CD£&> 

3 0£i£Cfiei,\ 6-ih^yiM^-2-/^-l- (2-^7 
^>X^ (1.28g) fr66-*;u;ti*$/-2-*^-l- 

(2-^7^;M^;iO S*V-;i/ ( 1 3 9 ) (0.80g) fef^fc. 

[ft^-ft (13 9) Ofeg] 

l H-NMR(DMS0-d6, 6) : 2.61(3H, s), 5.74(2H, s), 7.29(1H, d, J=8.6Hz), 7. 
46-7.52<2H, a), 7.59UH, s), 7,63(lH a d, J=8.3Hz), 7.78-7.92(4H, b), 8.0 
9UH, s), 12.68UH, s) 0 

<^MM7 3 ;1- (e7x-;v-4-^MW) -6-£;i,#*S/-2-x7- 
fr^yH X £V-;u (14 0) cd&&> 

*IS«5 3©*Stfi6i\ 1- (t7x^-4-f;Mf;b) -fi-xKy 
*;u^^-2-oi^-;b^>x^ = (2.07g) (t7xz;i/-4- 

^MfM -6-^;i/^^ri/-2-x^;V-;>X-Y KtTV-fl, (14 0) (1.70 
g) 

[4b#g3 (14 0) flDWS] 

'MffitDKSO-dB, <5) : i.32(3H, t, J=7,4Hz), 2.94<2H, q, J=7.5Hz), 5,63(2 
Hi s), 7.16(2H, d, J=8.2Hz), 7.34UH, t, J=7.4Hz), 7,44(2H, t, J=7.5Hz), 
7.60-7.78(5H, a), 7.8H1H, dd, J=1.4 RV 8.4Hi), 8.10(1H, d, J=1.2Hz), 
1Z.73UH, s)„ 

<**W7 4 ;5-*/l^*$/-l- (2-^DD^>yji/) -2-^;i^>X 
< ^ V"J-Jl (14 1) CD^fijc> 

*Hfi«5 3©*ac«eir\ 1- (Z~^t3U^>i/)i) -5-x h^*>*;u^=;u 
-2-^^;u^>X-r $ ^v"-;i/ (3.70s) :EP&5-jb;i^*S/-l- (2-£cid^ 
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-2-^fM>X>f^WHK14 1) (2.48g) Zfttzo 
[ib£& (14 1) CDW£] 

^-NMECDMSO-dB, 6) : 2.49(3H, s), 5.57(2H, s), 6.53{1H, d s J=7.8flz), 7. 
22(1H, t, J=7.6Hz), 7.33UH, t, J=7.6Hz), 7.44(1H, d, J=8.4Hz) 3 7.54(1H, 
d, J=8,0Hz), 7.77(1H ) dd, J=L6 RU 8.5Hz), 8.16(1H, d, J=1.3Hz), 12.7 
M1B, br s)o 

<nmm7 5 ;S-f3)l^'y~ 2-/^)1- 1- (2--hD^>y;i/) ^> 
X>T ^ (14 2) 

mmms 3v>%mzm\ 5-x h^v*;^-^- 2— ^ ^^v— i — (2-- 
ho^>») -ox-f (0.26g) 5-#;u#^>- 2-;<^ 

- 1- (2--hD^>^) ^>X^ (14 2) (0.15g) £&fco 

[ftift* (14 2) CQ&te] 

l H-NMR(DMS0-d6, <5) : 2.49(3H, s), 5.91(2B, s), 6.36(1H, dd, J=7.2 RU 
1.8Hz), 7.52(lfl, d, J=8.5Hz), 7.55-7. 62(2H, a), 7.77UH, dd, J=8.5 RXfl 
.5Hz), 8.18(1H, d, J=1.3Hz), 8.24(1H, dd, J=7.4 RU 1.6Hz), 12.69(1H, s 

)o 

<%MM7 6 ; 2-^>^;u-5-*;i/^v-l- (2-^DD^>i/;H ^> 
(14 3) <D<£fS> 

§QS«5 3©;&SW£t\ 2-^>^^-l- (2-^DD^>y;i/) -5-x h 

^y^j^z;K>x^ ^*V— ;U (0v635g) 1?*>l ^> v;i/-5-*;i^*S/ 

-1- (2-^DD^>^) ^>X-<^V-;b ( 1 4 3) (0.488g) 
[fls A* (14 3) <D«4] 

l H~NMR(MS0-d6, 6) : 4.27(2H, s), 5.57(2H, s), 6.27(1H, d, J=7.1Hz), 7. 
06(1H, t), 7.10-7.29(6H, a), 7.39(1H, d, J=8.6Hz), 7.47(1H, d, J=7.9Hz), 
7.78(1H, dd, J=1.4 &tf 8.6Hz), 8.2H1H, d, J=1.2Hz), 12.7K1H, br s). 
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X-f ^ (14 4) <D&$L> 

^^ji/toK>^;^;-ii d.oog) — ^^iz-e-*^*^ 

-I- (2-^DD^>s;;i/) ( 1 4 4) (0.780g) £?#fc 0 

(14 4) ®«H4] 

'H-NHR(DMS0-d6, 6) : 4.29<2H, s), 5.63(2H, s), 6.28(1H, d, J=7.8Hz), 7. 
07(1H, t, J=7.6Hz), 7. 1S(1H. a), 7.19-7.29(5H, n), 7.49(1H, d, J=7.4Hz), 
7.70UH, d, J=8.4Hz), 7.8H1H, d, J=8.4Hz), 7.91(1H, s), 12.73(1H, br s 

<nMW7 8 ; 2-^>^;i/-5-*;i^*^-l- (2, 4-^dd^>^) 
^>X<{ * (14 5) 

m&ms 3(o%mtzm\ 2-^>y;u-i- (2, 4-^dd^>v;lo -5 

-x h < (0.50g) i?c>2-^>i;}\,-5-ti)\,X 

(2, 4-^^DD^>i/W = ( 1 4 5) (0,40g) 

[ftfc* (14 5) Ofete] 

'H-WffidBBO-de, d) : 4.28(2H, s), 5.55(2H, s), 6.19(1H, d, J=8.4Hz), 7. 
08-7.22(6H, a), 7.4K1H, d, J=8.4Hz), 7.62UH, d, J=2.2Hz), 7.79(1H, dd, 
J=1.5 &tf 8.6Hz), 8.22(1H, s), 12.72(1H, br s). 

<MM&119 ; 2-^>^-6-*jM?*5/-1- (2, 4- d d^v^a) 
'OX-f ^ *V-;i, (14 6) cD^fi£> 

WS«l5 3©*at:|£i\ 2-^>v;u-l- (2, 4-^^dd^>^) -6 
-i^y^M^ = (0.48g) 3EP62-^>2/;b-6-*;i/^ 

*i>-l- (2, 4-^>^nP^>i/» ^>x^ = ^;-;b ( 1 4 6 ) (0.35g) 

(14 6) 
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l H-NMR(DMS0-d6, 6) : 4.30(2H, s), 5.6K2H, s), 6.19(1H, d, J=8.4Hz), 7. 
09-7.22<6H, a), 7.64(111, d, J=2.1Hz), 7.7K1H, d, J=8.4Hz) t 7.82UH, dd, 
J=1.5 RZf 8.4Hz), 7.94(1H, d, J=1.2Hz), 12.78(1H, br s), 

<H&#J8 0;1- (t7xz;i/-4->fiM^) -6- %)IX**/-Z- h 'J 
7fr*v*?)l*i>X<< IV^J-fr (14 7) o-&a> 

%mms 3©*at:«evv 1- (t7^^-4-^Mf;n 
^;w^-;i/-2» hU7^3rp^^;u^>x>< (o.690g) «pe,i- <e 

^ ( 1 4 7 ) (0.483g) Zmfro 

(14 7) CD«1] 

'H-NMR(DMS0-d6, 5) : 5.87{2H, s), 7.18C2H, d, J=8.2Hz), 7.35(1H, t, J=7 
.4Hz), 7.44(2H, t, J=7.5Hz), 7.60-7.67(4H, a). 7.98(2H, d, J=0.7Hz), 8.3 
2(lfl, s), 13.15UH, s). 

<nmmBi ;i- (^x^-4->fiw^) -s-*;i/*^*>-z- hj 
7;i/^D^^-;u^>x-f ^ £V— ;u (14 8) £>£e&> 

;t/#-;i,-2- h i;^;i/^D^t^;i/^>x-r **V-/v (o.38g) fr&i- (£7^ 

-;M1 4 8) (0.270g) £*§fco 
(14 8) <D*itt] 

'H-NMRfBHSO-dfi, £) : 5.80(2H, s), 7.19(2H, d, J=6.3Hz), 7.35(1H, t, J=7 
.2Hz), 7,43(2H, t, J=7.3Hz), 7.82(1H, d, J=8.7Hz), 8.04UH, d, J=8.7Hz), 
8.45(1H, s)o 

<^OS#18 2 ; 5-x h*^;b;t/#-;u-2-;^;^>X-f ( 1 4 

9) co£$> 

3-T-fe^ L ;U7'^7-4-- hoSJRSB^^ (3.00g) fc jItg& (6.64g) N 
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(48bd &vw& (24»i) zto*., izmimm^tc a SIM&m 

S^taMfiiL^ «M*«E«aiLfc. Sfitcx^^-A (100ml) fc35J 
UK (5.2g) ^iDx., 5^ISlia^3a«tfc. S^«l±Mffi*St HJSA (6.3g) 

70«1) t*. (7fal) £jD*#«Lfc. £«WI±*-C3lH]iSt#U *Jf fctgfgg x^ 

:A-2-^;K>X^ (14 9) ©#3fcl.53g£$fc„ 

(14 9) C9«3t$] 

'H-NHE(CDC1 3) <5) : 1.4K3H, t, J=6.9Hz), 2.67(3H, s), 4.40(2H, q, J=7.1 
Hi), 7.55UH, d, J=8.4Hz), 7.96(1H, dd, J=8.4 RV 1.5Hz), 8.27(1H, d, J 
=1.4Hz). 

<^Jfi018 3 ; 2-^>i?;i/-5-x (• ^-/*;u^-;u^>x-( )l (1 

5 0 ) 

3-xf.D-4-7ix;i,r-f:^7'$y$Jt§Kxf-;i/ (3.60g) ©x* y- 

;p (47»i) „ peg (23«i) svsjctt (6.4g) ©^^S4^p^niaast tfc, 
««*«*BLfc„ n.m^f>;->v (soai) t3ssg® (5 g ) ^n* 

C tti Ds 2---<> v;i/-5-x f-^^jifxA.-ox-i' ;i, (150 

) £2.30g;ft£ o 
[fly&*5 (15 0) CD«$] 

'H-NMR(CDCI„ <5) : 1.39(3H, t, J=7.1Hz), 4.26(2H, s), 4 .37(2H, q, J=7.1 
Hz), 7.22-7.36(5H, n), 7.50(IH, d, J=8.6Hz), 7.94(1H, dd, J=1.S RV 8.6 
Hz), 8.23UH, d, J=1.3Hz)„ 
<&SS098 4, 8 5 ; 6-x K*i/*;i/#x;i/-2-^5=-;u-i- (2-- h d-< 
= {ry-)\, (15 1) fii?5-x f-^->*;i^-;u_ 2 -^^ /lu 
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-1- (2--hD-;>^;i/) ^>X<< HTV-Jl (15 2) (D&&> 
5-x h*i/ti)lX-)l-2-/3-)i>'<yX«( i (l.OOg) £N, N-S? 

K (15ml) , &fc2--hw*>i/)), (1.59g) 
HJ^i* (1.23g) fcjQi, 60*CT*mF^ia^b^o £f&fcC#Kx^;L, (70il) 

(70al) £&ax#fci,*:gL £«Si±*T-3@&#U 
me* tt j E^ , J*m7A^D?hy77>f- : ^v-y/mm^- 

^=1/4-0/100) X-m^TZZt 6-x h^2/*;i/*-;u-2-^f- 
(2-~ hD^>i/» ^>X-f * ^V-;b (15 1) (0.614g) h5- 

» ( 1 5 2) (0.259g) %'&tzo 

at&* (i5i) <D®m 

l H-NMR(CDCh, 6) : 1.38(3H, t, J=7.2Hz), 2.56<3H, s), 4.37(2H, q, J=7.1 
Hz), 5.84(2H, s), 6.4K1H, d, J=6.8Hz), 7.44-7. 53(2H, m), 7.78(1H, d, J= 
8.6Hz), 7.88(1H, s), 8.02(1H, dd, J=8.3 JkXI 1.5Hz), 8.30(1H, dd, J=7.9 
RU 1.5Hz). 
[fls^ft (15 2) 

'H-NMMCDCL, <5) : 1.42{3H, t, J=7.0Hz), 2.56(3H, s), 4.40<2H, q, J=7.0 
Hz), 5.80(2H, s), 6.43(1H, dd, J=7.6 RV 1.0Hz), 7.14(1H, d, J=8.3Hz), 
7.45-7.53(2H, n), 7.95(1H 3 dd, J=8.4 &tf 1.5Hz), 8.27(1H, dd, J=8.0 » 
If 1.7Hz), 8.48UH, d, J=1.2Hz) B 

<mMm8 6, 8 7 ;2 — ^>v^-l- (2-^DP'O^) -6-ih^> 
3b;i/#-;i"<>yC-f 5. *V— ;u (15 3) av2-'<>2/;u-l- (2-£dd^> 
S?;u) r5-x^i/A^-M>X^r/-^ (154) t0-&fiS> 
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JZW-)U (2.37g) i:Hfb2-^nD^>^l/ (3.94g) ^^2 — i 

- (2-£DD-<>i;;i,) -6-x h^->*;^-;K>x^ ; ^'y-jL. (153 
) (1.06g) i:2-^>s;;u-i- (2-^dd^>^;u) -5-x h^>#;i/*x 
;K>X^^^;-;v ( 1 5 4) (0.640g) zmtzo 
Ut&%> (15 3) e£»f ] 

'IHMUCDCL, 6) : 1.83{3H, t, J=7.1Hz), 4.23(2H, s), 4.35<2H, q, J=7.1 
Hz), 5.36(2H, s), S.23(1H, d, J=7,8Hz), 6.97(1H, t, J=7.6Hz), 7.11-7.45( 
7H, a), 7.85(1H, d, J=8.5Hz), 7.9K1H, s), 8.02(1H, dd, J=1.2 RV 8.6Hz 
). 

iit^m (15 4) ODfttt] 

'H-NHRtCDCh, 6) : 1.4K3H, t, J=7.1Hz), 4.25(2H, s), 4.41(2H, q, J=7.1 
Hz), 5.33(2H, s), 6.22UH, d, J=6.9Hz), 6.97(1H, t, J=7.6Hz) 3 7.12-7.28 
(7H, m), 7.40(1H, d, J=8.0Hz), 7.95{1H, dd, J=1.6 2k V 8.6Hz), 8.60{1H, 
d, J=1.4Hs)« 

<fOtefll8 8, 8 9 ;2-^>^;i/-l- (2, 4-^>^DD^>y» -6-x h 
^^ijJV^-^-OX^ K^J-)l (15 5) M2^>yjl-l- (2, 4- v 
^ t3D ^> , ») -5-x h^£/^;u^-^^>X^ ( 1 5 6) © £ 

JZ^J-fr (2.37g) £&<b2, 4-i?^DD^>^ (4.45g) *^2-^>^;i/ 
-1- (2, 4-y^DD^>y;0 -fi-x^yi^zjKyX-f ^v-;b 
(15 5) (0.49r) £2-^>^;i/-l- (2, 4-y^DD^>^) -5-x h 

*^#;t/tf-;i^>X^^-;u ( 1 5 6) (0.52g) 
(15 5) <B»tt] 

'H-mfCDCh, (5) : 1.39<3H, t), 4.24(2H, s), 4.37(2H, q), 5.32(2H, s), 
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6.08UH, d, J=8.3Hz), 6.90(1H, d, J=8.4Hz), 7.12-7.24(511, b), 7.41(1H, s 
), 7.84(1H, d, J=8.4Hz), 7.88(1H, s), 8.03(1H, d, J=8.4Hz) e 
Ut&to (15 6) toMi;] 

'H-WUCDCU, 6) : 1.42(3H, t, J=7.1Hz), 4.25(2H, s), 4.4K2H. q, J=7. 1 
Hz), 5.28<2H, a), 6.07<1H, d, J=8.4Hz), 6.90(1H, dd, J=i.g SlU 8.4Hz), 
7.08-7.28(6H, b), 7.40(1H, d, J=2.1Hz), 7.96{1H, dd, J=1.3 fiV 8.3Hz), 
8.56(1H, d, J=0.9Hz)o 

(15 7) a<&HL> 
3-7;y-4-zFD-^f^x^ (4.00g) <D* * J (100ml) 
\z5V^i>*?h/&.m (0.50g) fein*. *JKSffl»TN 50'C?16BSH«#bfc. 

c cnthij7;^n»B (20ni) $iox, 6(rcT2iBfBga»Lfc. a 

^*M-;i/-2- h ij 7;^D^f = (15 7) £4.46g*§ 

[ft^M 15 7) ©*tt] 

'H-NMRIDMSO-dS, d) : 1.36(3H, t, J=7.0Hz), 4.36(2H, q, J=7.0Hz), 7.82(1 
H, d, J=8.5Hz), 7.99(1H, dd, J=1.5 8.7Hz), 8.33(1H, s). 

<**«9 1, 92 ;1- (t:7x^;b-4-<<;M^;i<) -fi-xh^i, 
^-;u-2- h »j7;i/^p^^;K>^^y-Jl/ (15 8) Stfl- 

X-Y 3>y>/-;i, (15 9) (D^&> 

f-JWOXj *tr*J—ji (2.00g) h4-yn^^^-;i/t:7x-;u (10.08&) 7>£, 
1- (^7x^-4-^^^) -6-x^^^;u^-;u-2«hU7^3i-D 
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**V-;u (l 5 8 ) (0.69g) tl- (t7x-il.-4-^M 

1 5 9 ) (0.38g) 

(15 8) co&ft] 

'H-NMIKCDCL, 6) : 1.39<3H, t), 4.38(2H, q), 5.64(2H, s), 7.18(2H, d, J 
=8.2Hz), 7.34UH, t, J=7.4Hz), 7.42J2H, t, J=7.4Hz), 7.52-7.57<4H, a), 7 
.95(1H, d, J=8.8Hz), 8.09(2H, dd, J=1.4 RXf 8.8Hz), 8.14(1H, d, J=l.lHz 
)• 

[fls^ft (15 9) 0*4] 

'H-HMMCDCh, <?) : 1.40(3H, t), 4.40(2H, q), 5.59(2H, s), 7.16(2H, d, J 
=8.1Hz), 7.34(2H, t, J=6.2Hz), 7.4K2H, t, J=7.5Hz), 7.53(4H, ■), 8.08(1 
H, dd, J=1.3 RVF 9.1Hz), 8.65(1H, s). 

**ftUf-C7A7;u$ = »>A (1.54g) h7tFD77> (20al) 
20~25 o C£>*eSTl- (2 — £ DD^^yjl/) -e-xh^^^/^-z-^ 
;i^>X-T 5*V-;i, (2.66g) ©rF7tFD77> (20ml) < $ flp * 

fc« gfiTH#B«#Lfc. rh7t|fD77> (30rl) Zm*., S J6 

*7A^D?F^7>f- mtm i Vdd^m/^^;-^/!) -£g S 
TSCfcCfclK 1- (2-^dp^>^) -6-b KD^y^f-;i,-2-^f-;i 

'H-MWCDCh, d) : 2.53(3H, s), 4.77(2fl, s), 5.39(2H, s), 6.40(1H, d, 
J=7.7Hz), 7.08(1H, t, J=7.7Hz), 7.20-7. 28(3H, n), 7.45{1H, d, J=7.9Hz), 
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7.70UH, d, JH=8.2Hs) 0 
<KitW3 9 ; 1- (t^izjM-^Mf^) -6»t Ko^^^^-z 

;i/*-;t,-2-^*;t/^>X^^y-;i/ (5.30g) h^lb'Jf ^A7;^ 

A (2.17g) frfcl- (t7i=;i-4-^)MfW -6-t h-D^ri/y^;i/-2- 

^;i/-<>X>f (3.72g) 

'H-HMMCDCh, <J) : 2.59(3H, s), 4.78(2H, s), 5.37IZH, s), 7.1M2H, d, J 
=8. 3Hz), 7.24(1H, d, J=8.3Hz), 7.30-7.37(2H, a), 7.42{2H, t), 7.51-7, 56( 
4H, a), 7.70<1H, d, J=8.2Hz)« 

(3.56g) fc:ttfc?-;*=;u (Sal) ZtoXs gg-C20fl\ 80'CT20#«#l,fc 

;i/i£&ig£4.07ftf#fco 

'H-NMRtCDCls, 6) : 3.01(3H, s), 4.68(2H, s), 5.61(2H, s), 6.71(1H, d, J 
=7,5115), 7-24-7.29<lH, ■), 7.38(1H, t, J=7.7Hz), 7.44(1H, s), 7.52(2H, d 
, J=8.2Hz), 7.92(1H, d, J=8.4Hz)o 
<*BMH 1 ;1- (¥7 z.-)l-4-<< Jl*T)l) -6-^DD^^;u-2-^ 

1- (t7x-JM-^MfiH -6-b pD^y^r^-2-^fM>X 
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< (3.62s) 'CD^DD^M (30ml) tcJfifbf-tf (2nl) %m 

;i/£2.04gf€£ o 

'H-NHRfCDCla, c5) : 2.67(3H, s), 4.7H2H, s), 5.40(2H, s), 7.12(2H, d, J 
=8.2H*), 7.31-7.38(3H, n), 7.43(2H, t), 7.52-7.58(4H, a), 7.75(1H, d, J= 
8.2Hz) 0 

-/l/ (3.46g) COh;Ux> (100ml) ««C-BMfcV>#> (3.46g) £Jo;U ^EU 
* a 5 _ 74AT-&7k U ft ** 6 3 . 5R$H h ;n > £A0&il5fc b fc . H# ft «JgiJ t 

Hb64&©4MS3 

'H-NMEtCDCh, d) : 2.61(3H, a), 5.48<2H, s), 6.42(1H, d, J=7.8Hz), 7.11 
UH, t, J=7.6Hzh 7.27(1H, t), 7.48UH, d, J=8.0Hz), 7.76(1H, s), 7.81(1 
H, dd, J=1.4 8.3Hz), 7.86UH, d, J=8.3Hz), 10.02(11 s). 
3E(KBr) : 1676caf '„ 
ap : 124.1 -125. 2°C 0 
<Kj&0543;1- (2-^DD^>i?;H -2-^ ^;v^>x-f $ ;i^-6 

1- (2-^dd^>^) -6-^no^^;u-2-^f-;i/^>x^ ^ ^v-;u 
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(1.20g) VistrfrXJi,**!/ ¥ dOffll) S«IC*>7>fc*iJi>A (0.450g) 
M18->7«i>-6 (0.450g) SfiT18«fn«»Ufc. >DD^i 

v"-;u-6-7-t h - h (O.soog) 

'H-HHMCDCh, tf) : 2.52(3H, s), 3.80(2H, s), 5.37(2H, s), 6.40<1H, d, J 
=7. 6Hz), 7.09(1H, t), 7.10-7. 19(2H, a), 7.23(1H, t), 7.44(1H, d, J=7.9Hz 
), 7.70{1H, d, J=8.2Hz) 0 

^^I i F^5294631^(Cia«cr)^i£-e^tfc4-T^/-3- (2-£pd^> 

x^) r (o.490g) uiraxaiB (o.5mi) tinit, mmaatufc. 

- (2->DD^>s?ji/) ^>X>f **V-;i/£0.468gj»fco 

•H-NHRtDMSO-de, ) : 5.69(2H, s), 7.02UH, dd, J=1.5 RVF 7.7Hz), 7.30( 
1H, t, J=7.5Hz), 7.36{1H, dt, J=1.7 RTF 7.5Hz), 7.53<1H, dd> J=1.3 RU 
7.9Hz), 7.75(1H, d, J=8.4Hz), 7.83UH, dd, J=L5 RVF 8.4Hz), 8.09(1H, 
s), 8.54(1H, s), 12.8(1H, br s), 

<S1S0O9 3;1- (2-£ dd^>^) 
;u^>X-f (9 2) co^> 

4-T-tr^;bT * y -3-7 * ySS§Kx*;i/ (86. Og) k«R*iJt>A (37. 
3g) ©x^y-jl/ (75Qnl) S*l:*ftl2-^DD^>S/;i (lOOg) 60-C 
?14!$P£8S#Lfco H(fr*BS«U *tt*500il 35*ig& (38 
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• 7g) *»D*, 60«CT2*IBI«#l,fc. B*«ffiHa. «B**^hU*AT*« 
bfc», **y-»*«EB4Lfc. B«xf-;uk*tJo*. MmCfc (30) . 

atttau i*^-;i.fr6ifis«r5ckcj:D, i- u-tuu^w 

5*V-;b (9 2) £18.1gftfc 0 
[ft 6* (92) o«H4] 

'H-NHR(CDC1 S> 6) : 1.39(3H, t, J=7.1Hz), 2.57(3H, s), 4.37(2H, ,, J=7.1 
Hz), S.46(2fl, s), 6.4K1H, d, J=7.8Hz), 7.10(1H. t. J=7.8Hz), 7.25(1H, 
t). 7.470H. d, J=8.0Hz), 7.75(1H. d, J=8.4Hz), 7.94(1H, «). 8.00(1H, d 
d, J=1.5 SlF 8.4Hz). 
ap : 126.0-127.0'C 

<»kfl9 4 ;6-*;t,**j,-i- ( 2 -^o^ W) -2-*9-)i« >X 
■i X (12 1) 

1- (2-^dd^>j;a) -e-xK^j^^.y^^^^ 

v-;u (go.ok) <^iObUMb^-h (240 g ) tx^-^ (2 oo.i) 

-OX-T 5 (12 1) (54.7e) fcftfc. 

[ft£& (12 1) <3«3&] 

'H-Wffl(DMS0-d6, 6) : 2.51(3H, ,), 5.62(2H, s), 6.54(1H, d, J=7.7Hz), 7. 
23(1H, t, J=7.5Hz), 7.33(1H, t, J=7.7Bz), 7.55(1H, d, J=8.0Hz), 7.63<1H, 
d, J=8.4Hz), 7.79(1H, d, J=8.4Hz), 7.95(1H, s). 
up : 300.8-303.0'C 
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-»« (16 0) co^fifc> 

1- (2-*dd-c>^) -2-y^^>X^r^^>/-;i,-6-^-tr h- hi; 
;u (O.SOOg) C10HM4Jn* % 15«BttD»a»Lfc. fi»*K**^hij^i, 

ft« ( 1 6 0) «U70g) £f#£ e 
[fti6» (16 0) cMMt ] 

'H-NMRfCDCh, ff) : 2.42(3H, s), 3.56(2H, s), 5.15(2H, s) ) 6.330H, d), 
6.96UH, t), 7.03UH, s), 7.13(2H, ■), 7.35(1H, d, J=7.9Hz), 7.62(1H. d) 
, 8.90UH, br s). 

-7$ Vfrmjj-JU (16 1) CD^fi£> 

1- (2-^DD^>>>w) -6-^;i/^;i/-2-y ^;b^>X-T * {2. 
73g) COl, 4-is**y-> (50b1) Ml;htj7x^7^7-^i>^ 
(4.49g) fcJn*, Mil^TT-e^m^Ufco &*££S&Eg 

^=9/1) ■M»»T*;rfcfc:J:&l- (2-^dd^>^) -2-^^^ 
$yV-*-6-7*y;uB*?-;i, (16 1) ®&MKtt«7.43g&fe B c^ffii 

<X*M9 7 ;1- (2-^DD^>yji/) -2-*^;i/^>X>f = 
~7tV)l® (16 2) <D^fi£> 
±E01» (2-^DD^>i/;u) -2-^;i^>X-f S*V-;i/-6-7£'J 

AtKS^S (10. lg) ftta*, 2«HH»ail,fc. *K7k*a-C£J6«fc*«IU Slg 
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M -2-WM>X^^;-/t-f-7j'jA8 (16 2) tl.lOg»fe. 
[fc£«J (16 2) OftHf ] 

'H-NME(DMS0-d6, <J ) : 2 . 5 6(3H, .), 5.65(2H, ,), 6.54(1H, d, J=15.9H 2 ), 6 
.62(H), d, J=7.6Hz), 7.25(1H, t). 7.35(1 H> t), 7.56(1H, d, J=8.1Hz), 7.6 
0-7.70(3H, a), 7.99(1H. a). 12.35(1H, hr «). 

6-*»#*s,-i_ _ 2 -^ 9 .;^ > ^ ( 

45.0g) <0H, N-i^^M^ATS K (950ml) 8tt£K. r 
S*V-* (45.8g) *-SCCftlA, 31TCl»B!ltffLfc. -Mt» T » ^>*> 

***>:r5 k (47. w £t^rift^n*>^b> ( 35 .o 5 ) ioo-c 
^7o^iB}?Lfe 0 sa«*iMou KET-eMttsasui. mmiz* (300 

■1) (20W) *&C35HW (60.7*) tfcifcStWp 

7>-feh> (3300al) t* (900ml) SmiB&TTSC fcfci 

. coajKaonT, *tt«2ooiitra-u ffiULfc^ssrasj , e 

) -2-^*-^>X-f 5^-/-^ ( 1 6 3) *33.8g*§fc. 
[fc£*r (16 3) Oftft] 

■MMR(DHS0-d6, 6) : 2.53(3H, «], 5.46(2H. s ), 6.340H, d, J=7.8Hz), 7. 
1K1H..1), 7.27(1H, ■)., 7.48(1H, .), 7.52(2H, ■), 7.60(1H, ■), 7.69(lH,d 
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. J=8.6Hz), 7.90(1H, ■), 8.09(2H, n), 8.1K1H, s), 11.84UH, br s). 
IR(Dr) : 1684, 1448c n - l c 
Hass(FAB) : B /e 440(M+l) o 
mp : 273.5-274.3-Co 

<^JE#I9 9 ; 6-^>-tf >^;ix^-;u*;i/n^^;u-i- (tr7x-;u-4- 
>f;M^;v) -2-xfM>X-f (16 4) (D^WL> 

mtitfflS 8<DJ5&lzm\ 1- (t7x-;^4--f;Mf;i/) -2-x^;ix-6 
-Jj)\<X*i"<>X4 ^*V-;u (0.600g) , N, N 1 ^^y- 

^ (0.54Gg) x ^>-fcf>x;u*>;p:; h' (0.529g) x vTIf t > t a ij? >7± > 
(0.512g) iP^6--<>-tf ( tT7 x - ;u -4- ^ 

-2-xfM>X>f ( 1 6 4) (0.473g) £^fc 0 

[ft A* (16 4) 

'H-NMRfDMSO-dG, d) : 1.29(3H, t, J=7.4H2), 2.88(2H, q, J=7.4Hz), 5.59(2 
H, s), 7.16(2H, d, J=8.2Hz), 7.33-7.37UH, n), 7.44(2H, t, J=7.5Kz), 7.5 
9-7.7K8H, a), 7.74C1H, dd, J=8.4 RXf 1.4Hz), 7. 98-8. 02(2H, n), 8.21(1H 
, s), 12.43UH, s)o 
IR(Or) : 1684c>- 'o 
up : 149. 5-157. 0"C o 

;^) -2-^?-;i,-ox>f ^ M 6 5) cd£jS> 

3-)\s^>X<i (0.450g) , N, -jjfrX-fri/HW-ji (0.485 

g) ^ -OifV^l^VT^ p (0.470g) . vT-tft^^D^^^-feV (0.456g 

^;i/^>X-f * ( 1 6 5 ) (0.480g) Zfttzo 

C-fh^«? (16 5) 
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'MWMDKSO-dS, 6) : 2.53(3H, s), 5.6K2H, a), 6.57UH, d, J=7.4Hz), 7. 
22(1H, t), 7.33<1H, t), 7.50(1H, d, J=8.6H2>, 7.54(1H, dd, J=7.9 RU 0. 
9Hz), 7.63(2H, t), 7.7K2H, ■), 8.00(2H, d, J=7.3Hz), 8.21UH, d, J=1.4H 
z), 12.50(lH f br s) D 
Ift(XBr) : 1685cffl- l e 
■p : 137.0-138.5*Co 

<^fl£0U 0 1 ;5- (4-£ OU^>^>^)i^^Jl±i)i;^^ )\,) -\- (2 
-^uu^>^)i) -l-**)WsX4 (16 6) <D&&> 

^■;^>X-T (0.450g) N N, V 4 *y>J-j\, (o.4 8 5 

g) . 4-^DD^>-tf>*;i,*>7^ K (0.573g) , ^T^tfKS/^ □ H; >^-b> 
(0.456s) &£5- (4-^DD«^>-tf>^;i,^-;i,^;i / /^^; 1/ ) (2 _^ 

D ^>^) -2-**;i^>X-f ( 1 6 6) (0.520g) zmtzo 

Mb£» (16 6) ©*tt] 

'H-NMR(DMSO-d6, 6) : 2.49(3H, s), 5.58(2H, s), 6.5K1B, d, J=7.6Hz), 7. 
2K1H, t), 7.32(1H, t), 7.45(1H, d, J=8.6Hz), 7.53UH, d, J=7.8Hz), 7.69 
(3H, d, J=S.6Hz) 3 7.99<2H t d. J=8.6Hz), 8.18<1H, s), 12.58C1H, br s). 
IR(KBr) : leiDcn-'o 
up : 261.5-263.0-C> 
<^Jfc011 0 2 ; 1- (2-^dd^>'») -2-^^;v-5«'(2-^7^U> 

^>x<< i ^J-jv (1 6 7) <o&&> 

(o.450g) , N, N*-#^*-;us;^^v'-;u (0.485 
g) , 2-^7^U>^;u^>r^ K (0.620g) , S^tfe*/* n^^-fe^ ( 0 . 
456g) (2-^dd^>^) - 2 -X^;u-5- (2-^-7^ u >*;^*- 

;i^;b/^;u) ^>x^*V-;u ( 1 6 7) (0.352g) zmtz* 
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[fb£ft (16 7) C0«H$] 

l H-NMR(DMS0-d6, 6) : 2.48(3H, s), 5.56(2H, s), 6.49(1H, d, J=7.7Hz), 7. 
20(1H, t, J=7.6Hz), 7.3K1H, t, J=7.7Hz), 7.44(1H, d, J=8.6Hz), 7.52UH, 
d, J=8.0Hz), 7.66-7.75(31 a), 7.97(1H ( d, J=8.8Hz), 8.04UH, d, J=8.0H 
z), 8.14UH, d, J=8.8Hz), 8.J9(1H, s), 8.230H, d, J=8.0Hz), 8.68UH, s) 
, 12.55UH, br s) e 
IR(KBr) : 1685cnf 
up : 236. 5-238. 0*C o 

)U-2-**)V^>ZJ (16 8) CD^> 

mmm9 B(o^m^m\ 6-*;m**5/-i- (2-^DD^>y» -i-t 
x;u^>x^ * v^J-u (o.soog) , n, n'-*;^-;^^ (0.539 

g) , Y (0.316g) , ^T^lfKS/^D^^-O (0.506g) 

2p£1- (2-^dd^>^) -6-^^>^;i/*-;u3b;w^-f^-2-^f-;u 
^>X-f * *V-;p ( 1 6 8 ) (0.564s) 
(16 8) ©tott] 

'H-KMRfDMSO-de, <5) : 2.49(3H, s), 3.35(3H, s), 5.60(2H, s), 6.43(1H, d, 
J=7.8Hz), 7.23(18, t), 7.34(1H, t, J=7.7Hz), 7.57(1H, d, J=8.0Hz), 7.68 
(1H, d, J=8.5Hz), 7.8H1H, dd, J=1.7 RV 8.5Hz), 8.13(1H, d, J=1.5Hz), 
11.94{1H, br s) a 
IR(KBr) : 1670cb* j o 
Bp : 302. 0-303. 0'Co 

-2-*t)^>Z<{ l*?*J-)\, (169) GDi^£> 
*»«9 8©^iSft:tti\ 6-*;i/^^ri/-l- (2-^dd^>») -l-t 
3*)\,^yX<i $.^J-)l (O.SOOg) s N, N'-A^-^^-f ^y-;u (0.539 
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g) . \-7*>X)\,*>7* h* (0.456g) , vTife^D^>^> (0t506g 

2-^;i^>X*^\/-;i, (16 9) (0.595g) £^fc 0 
[ib^ti (16 9) co&ft] 

'H-NMR(DMS0-d6, 6) : 0,84<3H, t, J=7.4Hz), 1.38(2H, a), i.65(2H, *), 2. 
49(3H, s), 3.49(2H, b), 5.60(2H, s), 6.44(1H, d, J=7.6Hz), 7.23QH, t, J 
=7.6Hz), 7.35(1H, t), 7.56UH, d, J=8.0Hz), 7.68(1H, d, J=8.4Hz), 7.80(1 
H, dd, J=1.6 RU 8.4Hz), 8.11(lH f d, J=1.4Hz), 11. 86UH, br s) e 
IR(KBr) : 1684cm" l c 
■p : 214.0-217. 0*C o 

<nt&Ml 0 5 ; 1- (2-^DD^>i;;H -2-^A-6- (l-*^£>* 
)U*-)\,i3)W^j)[,) ^yXH l*r^J-)\, (17 0) 

*^>X-f **V-» (0.400g) , N, N'-*;b#-;i,^ ((U31 
g) ^ 1-*?*>Z*>7* f (0.406g) , ^Tlft^D^^-^ ( 0 .404g 
) (2-^dd^>s;;u) (l-*^*:^*-;^ 

;U/^-<;u) -c>X* * ( 1 7 0) (0.309g) *mzo 

liter® (17 0) 

'B-KMR(DMS0-d6, 5) : 0.82(3H, t, J=7.3Hz), 1.13-1.28(8H, 1.32-1.4K 
2H, a), 1.62-1.7K2H, .), 2.50(3H V s), 3.50(2fl, t, J=8.5Hz), 5.6HZH, s) 
, 6.45(1H, d, J=7.7Hz), 7.24(1H, t, J=7.5Hz), 7.35UH, t, J=7.5Hz), 7.58 
(1H, d, J=8.0Bz), 7.69(1H, d, J=8.4Hz), 7.8K1H, d, J=8.5Hz), 8.12UH, s 
), 1L86(1H ,s) 0 
lUllr) : 1674cb- i o 
Bp : 180.0-183. 0'Co 
<^£$10 6 ;1- (2-^dd^>s?;v) _ 2 -^;t,-6- (z~y UA> ^ 
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jm=.j\,±)),K*4)],) -<>x>r ijry-)u (17 1) (D&f&> 

^;i/^>X>f S*V-;i> (0.400g) , N, N' *#V-;u (0.431 

g) , 2-7D^>7*>7^ K (0.328g) , >71f o £ > (0.404g 

;Wi*>f;u) *<>X<{ *fr*J-)], (17 1) (0.417g) £»fc. 
(17 1) CDfttt] 

•H-NMR(DMSO-d6, c5 ) : 1.30(6H, d, J=6.9Hz), 2.50(3H, s), 3.81-3.87(1H, m 
). 5.62<2H, a), 6.4B(1H, d, J=7.7Hz), 7.25(1H, t, J=7.5Hz), 7.3S(1H, t, 
J=7.5Hz), 7.62(1H, d, J=7.9Hz), 7.69{1H, d, J=8.5Hz), 7.81(1H, d f J=8.6H 
z), 8.12UH, s), 11.83(1H, s). 
IR(KBr) : 1670cm" *. 
up : 215.0-217.5-Co 

<«S0ilO7;l- (t7x-jl/-4-^Mf;H -6- (l-r*>;ui,* 
=.)l*)),Ji*4fr) -2-^^;^^>X^ IW-Jl ( 1 7 2) <D-£$L> 

Sl«9 8o»ai:ffiK 1- (t7i^-4--f;Mf;v) -6-*»#*S/ 
-2-^;i^>x^ = (o.300g) , n, N' -io^x-jim * ^J-ji 

(0.323g) \ 1-7&>X)\/7?>>7K K (0.273g) x vTIf tTi> £ D £ >tH; > 
(0.303g) (^^i^^-^MrW -6- (l-y^>^^^-;b 

%;W^-f/l,) -2-*y-)l^>XJ l.VJ-)l ( 1 7 2) (0.349g) 0 
(17 2) 

'H-NME(DMS0-d6, <5 ) : 0.85(311, t, J=7.4Hz), 1.36-1.43(2H, a), 1.63-1. 72( 
2H, a), 2.57(3H, s), 3.52<2H, t, J=7.7Hz), 5.60{2H, s) a 7.2K2H, d, J=8. 
2Hz), 7.35(111, t, J=7.3Hz), 7.44(2H, t, J=7.5Hz), 7.60-7.68(5H, a), 7.81 
(1H, dd, J=1.6 8.4Hz), 8.26(1H, d, J=1.4Hz) 3 11.97(1B, s) e 
IB(KBr) : 1676cn" l c 
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BP : 219. 5-222. 5'C 0 

<*«W10 8 ;6- (\-79>Z)),*s=.)),i3)],/\*'t ju) _i_ (i t 4-^/7 
DD ^>^) -2-^5 L ;i/^>X^ * ?V-)l> (17 3) GD-£f£> 

*««I9 8o*JSC«K 6-*;u*tf*5/-l- (2, 4-^>dd^>2;;H 
-Z-*f-;u^>X4$$r*/-n, (0.400g) , N, IP-3b;bsK-;i,s;-f 
(0.431s) , f (0.364g) , ^Tif t^>£ D £ >fH: > 

(0.4G4g) ^66- (l-y^VX^^-^^^y^-f^) -1- (2, A-i>$uu 
^>i/)l<) -2->^j^>X-1' S ( 1 7 3 ) (0.459g) fcfcfc. 

[fb^fe (17 3) <0»tS] 

l H-NMR(DMSO-d6, J : 0.85(3H, t, J=7.3Hz), 1.36-1.42(28, a), 1.63-1. 70( 
2H, b), 2.50(3B, s), 3.51(2H, t, J=7.7Hz), 5.59(2H, s), 6.45<1H, d, J=8. 
4Hz), 7.33(1H, dd, J=2.1 fitf 8.4Hz), 7.69(1H, d, J=8.4Hz), 7.76(1H, d, 
J=2.0Hz), 7.8K1H, dd, J=1.7 8.5Hz), 8.11(1H, d, J=1.3Hz), 11.90UH 
, s) 0 

IR(KBr) : 1670c a - l e 
»p : 222.0-223. 0'C, 
<^E#I109;1- (K7xz;H--f;Mf;i/) -6- (1- 7* 
- 2 -x^^>x-r s*V-;u (1 74) o<&&> 
MS«9 8©sai:tt^ 1- (t7i-;i/-4--fJMW) -6- 
~2-^;u^>x^ ^ PV-Jl (0.300g) , N, W -tDlX-fryj \^;- } \, 
(0.340g) N 7 r ^>^;u^>7'^ K (0:300g) s VTIf KisZ a $ >^ > (o. 
320g) £>*>1- (tT7^-;u-4-^;i/^^;i/) -6- (l-r* v*^*-;^^ 
^>f;i/) -2-xf;^>XY^^ ( 1 7 4 ) (0.300g) *»fc 0 
(17 4) CD«!Jtt] 

'H-NMR(DMS0-d6, <5 ) : 0.85<3H, t, J=7.3Hz), 1.30(3H, t, J=7.5Hz), 1.35-1 
.44{ZH, ■), 1.64-1.72(2H, a), 2.90(2H, q, J=7.4Hz), 3.52(2H, t, J=7.7Hz) 
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, 5.6K2H, s), 7.19(2H, d, J=8.3Hz), 7.35(1H, t, J=7.3Hz) ) 7.44(2H, t, J 
=7,5Hz), 7.61-7.67<4H, ■), 7.7K1H, d, J=8.5Hz), 7.82(1H, dd, J=1.6 &V 
8.5Hz), 8.27(1H, d, J=1.3Hz), 12.01UH, s). IR(Nujol) : 1687, 1682c D - 
mp : 171. 8-173. 

<^S£0iJl 10 ; 6-^>* >*;u*-/U3b;u/^e-f (^7.-^-4 
--f ;M^;iO -2- h V 7;i/*D^;i^>x^£V-;u (175) > 

-2»h'j7;^p^^;^>x>r 5*V-* (0.483g) , N, N' - * - ;i^>' 
-f (0.396g) . -<>-tf>^;u^>T^ H (0.383g) , i/TWi/Zu 

r>>^-tr > (0.371g) ^t)6-^>-l?>^;u^-;i/^;i,^^-f (tT7 X - 
fr-4-<{)V*7)l) -2- h 'j7;i/3TP^5 L ;U^>X-r ^ (17 5) ( 

0.508g) £»fc c 
[fb^tt (17 5) 

'H-NMWMSO-dB, 6 ) : 5.8K2H, a), 7.15(2H. d, J=8.3Hz), 7.35(1H, t, J=7 
•5Hz), 7.44(2H, t, J=7.5Hz), 7.60-7.66(6H l a), 7.70(1H, t, J=7.4Hz), 7.9 
1(1H, dd, J=8.7 RV 1.4Hz), 7.96-8.01(3H, ■), 8.42(1H, s), 12.65(1H, s) 

o 

IR(KBr) : 1685CB 1 ,, 
up : 164. 5- 167. 

<MMM1 1 1 ; 5-^>-lf >^;i/*-;u±;b/^^;i/-i- (tT7x-;b-4 
— f;M*\H0 -l-YV7)\'*u*?)\>^>X<< (17 6) <D&& 

> 

-2-PJ7WD^fM>XY;W-;i/ (0.270g) , N, 

<{Str*J—)\, (o.221g) x ^>-tf>*;u*>;^ k (0.2l4g) , yr*nzi/9n 

^>^-tz> (0.207g) z>e5-^>-t'>^;i/^-;i/*;L//^^^;u-i- (t7 X - 
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0-286g) £f#fc 0 
[<b£fel (17 6) <D«H4] 

'H-NMR(DMS0-d6, J) : 5.79(2H, s), 7.1S(2H, d, J=8.1Hz), 7.35(1H, t, J=7 
■ 5Hz), 7.43<2H, t, J=7.5Hz), 7.59-7.67(6H, B ), 7.72UH, t, J=7.6Hz), 7.8 
3(1H, d, J=8.8Hz), 7.94(1H, d, J=8.9Hz), 8.02(2H, d, J=7.4Hz), 8.49(1H, 
s), 12.69(1H, s)„ 
IR(KBr) : 16990.-',, 
np : 248.5-251.0"C. 

1- {Z-7)Vtn^^)i) ^XJZW-ji (17 7) 

mmm9 8<Djsmzm\ 6-*w->-2-i/^ D 7Di;;i,-i- (z-yn 

-» (0.972g) x ^>-fe->*,u*> T * p ( 0 .942g) , i^trei,* n 
•fe> (0.906g) *e,6-^>-b?>^;u^-;u ;t ,; UA;e ^ ;v ,_ 2 _j /i , D:7 . Dt:;i/ 
-1- (2-7^^-D-v>i;;i / ) ^>ZmrV-)l, ( 1 7 7) (0.730g) 

to 

[ft^ftl (17 7) CD«3&] 

'H-NMR (DMS0-d6, 6) : 1.04 <4H, a), 2.15 (1H, »), 5.70 (2H, s), 6.85 (1 
H, t, J=7.5Hz), 7.12 (1H, t, J=7.5Hz), 7.22-7.38 ( 2H, E ), 7.54-7.70 (5H, 
»), 7.99 (2H, d, J=7.5Hz), 8.11 (1H, s). 

<n&m 11 3 ;»-"<>*>a;i,*=*-3- [j_ (2- >; n n ^> v - 
V-K-e-TfiyjHt (l.lOe) , H, N'-*;^-,^ sy^-^ (i. 0 9 g ) 
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, ^>4f>^;i/^>7^ K (1.06g) , VTW^Outiyr^y (1.02g) *6 
N-^>-t?>*;i,*-;i,-3- [1- (2-^dd^>^) _ 2 -* ^-ox-T 
^V-^-e-f^] 7^'J;U7^ h" ( 1 7 8) (1.05s) £»fc D 
[{b£«3 (17 8) O&jS] 

'H-NMUDMSO-dS, tf ) : 2.47(3H ,s), 5.55(2H, s), 6.46-6. 55(2H, B ), 7.22(1 
H, t, J=7.6Hz), 7.32(1H, t, J=7.7Hz), 7.40UH, d, J=8.4Hz), 7.52-7.66(6H 
, a), 7.69(1H, t), 7.93(2H, d, J=7.9Hz), 12.17(1H, br s) D 
IR(KBr) : 1687cn-' 0 
Mass (FAB) : a/e 466(M+l)<, 
Bp : 243. 1-244. 3*C„ 

<Wm 1 1 4 ;N — c>-K>^;p*-;u-2- [1- (2-^DD^>y;i.) - 
2-*3Ml/'<>X-f **V-;b-6-"OV] r-fe h/^ K ( 1 7 9) ©6-fi8> 

»;-;i/-6«BB (0.170g) , N, N'-*^*-;!/^ **V-;i/ (0.175g) . ^ 
>-t?>;Ub*>r=L K (0.170g) , > ; Tift:^^D'!7>T r -b> (0.164?) &£N- 

';-;M--fM 7-bh7a' (17 9) (0,09g) Sftfc. 
[fc-fttt (17 9) ©fctt] 

'H-NMEfDHSO-de, (?) : 2.44(3H a s), 3.57<2H, s), 5.46(2H, s), 6.4K1H, d, 
J=7.7Bz), 6.96(1H, d, J=7.0Hz), 7.~16(1H, s), 7.20(1H, t), 7.32{1H, t), 
7.47UH, d, J=8.2Hz), 7.52-7. 59(3H, a), 7.67(1H, t, J=7.5Rz), 7.84(2H, d 
, J=7.4Hz), 12.28(1B, br s). 
IR(KBr) 1719cd- j o 
ap : 236.2-237.8*0, 

<HMflll 1 5 ; 1- (2, 4-y^DD-;>i;;i/) - 2 -^^-6- [ (2-tr 
Vi/Jltr-fr) tDU^Jfrl ^>X^ l*r^-)\< (180) <D^$L> 
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6-*;i/^^->-i_ ( 2i -2-^^;b^>x-f ifj 

O.OOg) lcy?DD/:?> (150d1) tfifflON, N-j;**-**;!,/^* f 
*tuts *ttUfc. (6.84k) *«TU R»B«»Ufc. 

caat?i.5i»iH«»tfca, ^lg^affiffiLfc, ftm*mit>. cti* 

*^T2-7-$y^^tUi;> (2.69g) khUi^7S> (7.34g) Gift a 
a**> (200il) S*£RIBK:»ttTllI;tfc. 15*mt*ifcfe SB***? 

ffiU if8iW4>e,gMLt, Jgjftttlnu IE«r*i:l- (2, 4-s?f 
dd^>^u) _ 2 _ y9 .^_ 6 _ [ (2-t-J-^^) ^-oi/] ^> 

X-f i M-n, (18 0) =£4.35g$fc. 
[■ffc£» (18 0) (DW&I 

'H-NWKCDCh, 6) : 2.56(3H, a), 4.76(2H, d, J=4.8Hz), 5.40(2H, >), 6.33 
(1H, d, J=8.4Hz), 7.07(1H, dd, J=8.4 Si? 2.0Hz), 7.22(1H, dd, J=7.4 fi 
V 4.9Hz), 7.33UH, d, J=7.9Hz), 7.48(1H, d, J=2.1Hz), 7.62-7.79(4H, a), 
7.86UH, d, J=l.lHz)8.57, (1H, d, J=4.9Hz)„ 
IR(Or) : 1645ca-'. 
op : 204.5-206.5'C. 

<£1SM1 1 6 ; l-^W-2- n -7'Dejl-6- [ (2-tViS)\,*3-)i,) 
■HJUA^^Dl] ^X-f 5 V V-)l> (18 1) <D£tiL> 

X-fK^J-)V (0.402g) , *fti3f^t);i, (0.468g) „ 2-7 S> i) 
v> (0.198b) > MJx*-*T5> (0.559g) *>*,l-p< tr;u 
-6- [ (2-K'Ji,\>MfMI/) AJw^-fA] -i>X^$^>/-;i/ (18 1) ( 
O.Z13g) «»ffc. 

[fc£» (18 1) Oftft] 

'H-WDKCDCL, <5) : 1.0B(3B, t, J=7.4flz) 1.92(2H, a) 2.88(2H, a) 3.76 
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(3H, s) 4.80(2H, d, J=4.8Hz), 7.22(1H, dd, J=2.5 £tf 7.5Hz), 7.35(1H, 
d, J=7.8Hz), 7.67-7. 77(4H, ■), 7.80UH, s), 8.58(1H, dd, J=4.9 &TI 0.9 
Hz) 0 

IR(KBr) : 1647cm-' „ 
mp : 140.5-141.5'C o 

<fmW 1 1 7 ; 1- (2-i7DD^>y»-2-^«-6- [ (2-^«J 
^Ji/) *;UM^E>Ol/] ^>X-f Zfr*J-)l (18 2) 

^flstfyi 1 5£);£&l;:ftt\ 6-#;i/#*i/-l- (2-£dd'O5;;i0 -2- 

^f;w>x^<^;-;b (0.300g) , &{L**+m;^ (o.253g) x 

^;i/tTUv> (0.108g) , h'Jx^7;> (0.302g) ^e>i- (2-^DD^> 

-;M 1 8 2) (0,164g) 
[fe^ft (18 2) 0«H4] 

l H-NME(CDCL, <5 ) : 2.56(3H, s), 4.76(2H, d, J=4.8Hz), 5.45{2H, s), 6.40 
(1H, d, J=7.8Hz), 7.08UH, t, J=7.6Hz), 7.20-7.27{2H, m), 7.33{1H, d, J= 
7.8Hz), 7.45UH, dd, J=0.9 JBlV 8.1Hz), 7.64(1H, s), 7.65-7.69(lH, 7 
.72(1H, dd, J=1.5 RV 8.4Hz), 7.77{1H, d, J=8.«z), 7.88UH, d, J=1.2Hz 
), 8.56(1H, d, J=4.7Hz)c 
IR(KBr) : 1646m- 1 . 
bp : 156.5-157.5-Co 

<mmmi 1 8 jz-n-rD^-i-i-rD^-e- [ (2-^jy;Mf 
^>x^f^^y-;i/ (18 3) 

(o.095g) s (o.ioog) , 2-T^y/t^ ;v 

fcrU5/*> (0.039g) , h'Jxf;i/7^> (0.097g) *>&2-n-;Tn tr^-i-i- 
7d^-6- [ (2-t:'J^;i/^^;b) 'OX-f (l 
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8 3) (O.OZOg) 

[fc£*J (18 3) OSlH] 

'H-NMRICDCh, 6) : 1.08(3H, t, J=7.4Hz), 1.69<6H, d, J=7.1Hz), 1.87-1.9 
3(2H. b), 2.90(2H, t, J=7.8Hz), 4.69-4.75UH, a), 4.80(2H, d, J=4.9Hz), 
7.23UH, dd, J=7.3 fitf 2.1Hz), 7.37(11), d, J=7.7Hz), 7.62-7.77(4H, b), 
8.ZK1H, s), 8.58(1H, d, J=4.5Hz). 
Ii(KBr) : 1631cb-'„ 
bp : 155. 0-156. 9"C. 

<%mmi 1 9 ; 1-H-7W-2-H-7DKJH6- [ (2- e 'J i^^u 
) "OX-f (184) 

^ >X ^ S*V-;i< (0.500 6 ) , (0.487g) , 2-7i^?;i, 

t'jy> (0.208g) % hUx^7;> (0.582g) frfcl-B-r^-Z-n-? 

4) (0.283g) 
[ft£«3 (18 4) ©tiff] 

'H-WDKCDCh, 5) : 0 .g 7 (3H. t, J=7.3Hz), 1.08(3H, t, J=7.4Hz), 1.37-1.4 
6(2H, .), 1.76-1.83(2H, ■), 1.92-2.00(2H, ■), 2.86(2H, t, J=7.8Hz), 4.15 
(2E, t, J=7.6flz), 4.8K2H, d, J=4.8Hz), 7.23(1H, dd, J=7.3 &U 2.4Hz), 
7.36(1H, d, J=7.8Hz), 7.63-7.76(41, a), 8.02UH, a), 8.58(1H, d, J=4.7flz 
). 

IR(BBr) : 1631ca-'. 
ap : 105.8- 107.2'C. 
<MMW120 ; 1- (3-^DD"OS;;t,) -2-n-7D [ (2-e 

(i 8 5) ©£&> 

m&Ml 1 5©»at:fletv fi-jb*tf*i/-i- (3-^n D ^>i;;u) -2- 
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D-7neM>X^f I ? *J-)i, (0.580g) , ttfc:**tfij;i, (0.407g) , l~T 
IS (0.173gK h»Jx^;ur^> (0.486g) frf,i- (3-£n 

n^>v;i/) -2-n-rntr;i,-6- [ (2- try s;;m?ji/) *;u/^-f;u] ^ 
>X4 = (18 5) (0.3llc) fcSfc. 

(18 5) ©«t] 

'H-NHMCDCb, 5) : ].03(3H, t, J=7.4Hz), 1.85-1. 93(2H, a), 2.80<2H, t, 
J=7.5Hz), 4.77<2B, d, J=4.8Hz), 5.36(2H, s), 6.86UH, d, J=7.4Hz), 7.02( 
1H, s), 7.20-7.28(3H, n), 7.33UH, d, J=7.8Rz), 7.63-7.73(3H, m), 7.79(1 
H. d, J=8.4Hz), 7.91(1H, d, J=1.3Hz), 8.57(1H, d, J=4.7Hz) c 
IR(Or) : 1643cn" , „ 
inp : 157.7-158. 8'C« 

<Hj&te0U 2 1 ;1-^>^-2-d-7D^I/-6- [ (2-t'J^;MfJb 
) *7;wve-Y;u] ^yx-i l y*J-)i (18 6) co£>&> 

iSco^-^^Vv l-^>> f ;i/-6-Ai;i/^^r^-2-n-TD^;L'^ 
>X>f<^;-;i/ (o.850g) , (o.949g) , 2-^^y^^;i/t: 

(0.404g) x MJx*-;b7 5> (1.132g) i?Cl — c>^-2»n-7DK 

;u-6- [ (2- try ^;M^;u) *;w^^^] ^>x-f (18 6) 

(0.350g) £$fc e 
[<fc-£«3 (18 6) <D^)tt] 

'H-NMR(CDCb, 6) : 1.01<3H, t, J=7.4B«), 1.83-1.92(2H, n), 2.82(2H, t, 
J=7.6Hz) J 4.77(2H, d, J=4.8Hz), 5.40(2H, s), 7.03(2H, d, J=6.5Hz) 1 7.2H 
1H, dd, J=7.1 RV 2.1Hz), 7.18-7.34(4H, a), 7.60(1H, s), 7.65-7.72(2H, 
■), 7.78UH, d, J=8.4Hz), 7.94(1H, d, J=1.2Hz), 8.56(lH,d,J=4.2Hz) c 
IR(Or) : 1642CS- 1 . 
aip : 121.9-123.1*0. 
<%mm 1 22 ;1- (4-?PD^>i>;iO -2-7P^-6- [ (2-^U 
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i? ft -ox-r iy^j-ji (18 7) 
nmmi i so^aetttK 6-*;u**s/-i- -2- 

7De;K>X^;^;-;i/ (0.547g) , ttfc^^U;!/ (0.384g) , 2-75 
J**)W)V> (0.163g) , MJx^7;> (0.458 ff ) >tp e> 1 — (4-^dd 

-f$*V-;M18 7) (0.089g) £ftfc 0 
■Cft^ft (18 7) <D&m 

'H-NMRICDCh, d) : 1.02(3H, t, J=7.4Hz), 1.84-1. 92(2H, ■), 2.77-2.83<2H 
, i), 4.76(2H, d, J=4.8Hz), 5.36(2H, s), 6.96(2H, d, J=8.3Hz), 7.22(1H, 
dd, J=6.4 RV 0.4Hz), 7.27(2H, dd, J=8.3 RJJ 1.3Hz), 7.33(1H, d, J=7.8 
Hz), 7.62-7.73(3H, id), 7.78UH. d, J=8.4Hz), 7.91(1H, d, J=0.9Hz), 8.56( 
1H, dd, J=4.9 fiv 0.8Hz) o 
IR(KBr) : 1643cm-' e 
ap : 158. 8-161. 0*C o 

n=e-f;u] ^>XY * ^v-;i, (18 8) ©£fi£> 

-f $*V-* (0.310k) , Wt***y* (0.295g) , 2-7^^,^^ 
> (0.108s) , MJxWv> (0.303g) 62— ;>^-l-^ *;i,-6- 
[ U-try^M^L,) fc^*^] ^>X-f *$ry--,i, (18 8) (0.171 

g) £$fco 

[ft^* (18 8) 

l H-NMR(CDCL, 6) : 3.66(3H, s), 4.35(2H, s), 4,80(2H, d, J=4.8Hz), 7.21 
-7.37(7H, ■), 7.66(1H, br t), 7.67-7.73(2H, ■), 7.78(1H, d, J=8.4Hz), 7. 
98(1H, s), 8.58(lfl, d, J=4.9Hz) 
IR(KBr) : 1632cm-' e 
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mp : 168. 5-169. 5°C 0 

<UMmi 2 4 ; 1- (2, 6-^^DD^>yW -2-^^;u-6- [ (2-K 

»jy;Mf\NO *)\>j^<{jv] ^>x-r ^\/-;u (18 9) 

fU&$l 1 5<D%&tzm\ 6-*^^^rt/-l- (2, 6-i>*i7DD-;>>?;i.) 

-2-^;t"^>x>f ^ (o.eoog) , SHM-**y;v (o.472g) , 2-7 

;;^^t'Jy> (0.201g) , MJx^;i/7*> (0.188g) a>*>l- (2, 6- 

^>X-f **V-;u (18 9) (0.040g) £ftfcc 
[fb£» (18 9) <0»tt] 

'H-NMRtfDCL, (5) : 2.62(3H, s), 4.76(2H, d, J=4.7Hz), 5.62{2H, s), 7.23 
(1H, dd, J=7.1 RV 2.2Hz), 7.28UH, d, J=7.8Hz), 7.32(1H, d, J=7.9Hz), 
7.39(2H, d, J=8.1Hz), 7.54(1H, s), 7.66-7.71(3H, a), 7.78(1H, s), 8.60(1 
H, d, J=4.6Hz)o 
IMBr) : 1635cn- l 0 
ap : 225.7-226. 9'Cc 
<^mmi 2 5 ; 2-^/U-6- [ (2-^'Jy;MfM )],] -1 

- [2- ( h 'j7;i/2TD^^;v) ^>->-;tO -<>x^ ^ (i 90) 

Hffi^l 1 5CD£&£ft^ 6-£;b*^>-2-^;i/-i- [2- (HJ7^ 
#o/?-;iO ^>x-f **V-;u (o.970g) , i£fc;a-*-tHj;i, (0.73 

6g) , 1-?\J**)\/\1WV (0.261g) , h'JifJl/7^> (0.726g) #e>2 

-/^;u-6- [ (2-e»jy;M^;u) -1- [2- (hj?^* 

D/f-;U) ^>S?« 'OX-f (19 0) (0.713g) £^fco 

[{b^ (19 0) vmm 

'H-NfflKCDCL, d) : 2.54(3H, s), 4.76(2H, d, J=4.8Hz), 5.59(2H, s), 6.45 
(1H, d, J=7.9Hz), 7.22(1H, t, J=5.8Hz), 7.34(2H, t, J=8.8Hz) J 7.40(1H, t 
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, J=7.5Hz), 7.62(1H, br s), 7.68UH, dt, J=1.7 RU 7,7Hz), 7.72-7.82(3H 
, ■), 7.87(1H, s), 8.56(1H, d, J=4.9Hz)„ 
Il(KBr) : 1648m" 1 . 
ap : 172-174-Co 

<mmmi 2 6 ; 2-y*;i,-6- [ {Z-V*)i;)\,*?)i) -1 
- [4- (b 'j7;vtD^fM -<>V)^ > {1 9 i) o)^ 

*m«ll 1 5©»i£fc:f£i\ 6-*;i/^i>»2-^^-i- [4- (HJ7;u 
*n^;i,) ^>i;;u] (o.970g) , mfc**W)v (0.73 

6g) , 2-7>^f;i/t'Jy> (0.261s) . hUifA7^> (0.726g) ^e>2 

p^f-;b) ^>s;;i/] (1 9 1) (o.i94g) 

Cft^-tt (19 1) ©tttt] 

'H-NMRJCDCh, (?) : 2.59(3H, s), 4.77(2H, d, J=4.7Hz), 5.45(2H, s), 7.15 
<2H, d, J=8.2Hx), 7.23(1H, ■), 7.33{1H, d, J=7.9Hz), 7.58(2H ) d, J=8.2Hz 
), 7.63<1H, br s), 7.67-7.74(2H, 1), 7.77(1H, d, J=8.3Hz), 7.93(1H, s), 
8.57UH, d, J=4.9Hz) c 
IR(Or) : 1637cm" \ 
ap : 188.5-190.0*C o 
<fmmi 2 7 ; 1- (3, 4-y^.DD^>y» -2-*?-;i/-6- [ (2- 
ti)i>n=£4 fr] ^xjxvsj^fr (1 9 2 ) (o^a,> 

nmmi 1 5M8c»\ 6-*;i^*i—i- a 4-^^dd^>^) 

-2->^M>X-f^^ (0.500g) % Jlfc**»»J^ (0.393g) % 2-7 
\J **)W)Vl> (0.167g) , HJx*-;i,7*> (0.469g) frfci- (3, 4- 
^•^nD^»» -2-^^;b-6- [ (2-t:ys;;M*;io ^UM^jt,] 
"<>X-r$*V-;Ml 9 2) (0.264g) *Sfc 0 
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[ftftft (19 2) CO^ft] 

'H-HMRICDCh, 6) : 2.58(3H, s), 4.77(2H, d, J=4.8Hz), 5.33<2H, s), 6.85 
(1H, dd, J=8.3 fiV 2.2Hz), 7.14(1H, d, J=2.1Hz), 7.22(1H, dd, J=7.3 a 
V 5.6Hz), 7.33(1H, d, J=7.8Hz), 7.38(1H, d, J=8.3Hz), 7.65-7.77(4H, m), 
7.92UH, d, J=1.2Hz), 8.57UH, d, J=4.8Hz)o 
IR(KBr) : 1638cm' ' e 
Hp : 219. 0-220. 7'C 0 

<KIS0U 2 8 ;2--rf?\M/-l- {2- A *)l^> -6- [ (2-tMJ v 
;M^;u) 'OvC-f $ *V-;u (19 3) ©6fiR> 

1 5cD£&tCt£VK 6-*;U^^rv-2->^;v-l- {2-.*?-;i^> 
^) ^>X^;^Hl/ (0.453g) , *fc**tf »J;!/ (0.411s) . 2-7^ 
^^;bt:'J^> (0.175g) > h 'JxrJl7^> (0.490g) & 2- 1- ( 
l-*7-fr*i>*s)\,) -6- [ (2-tr'J^;M^;u) *;w^-ot,] -;>x^ 

(19 3) (0. lOOg) 
lit&fo (19 3) Ofttt] 

l H-NME(CDCh, d) : 2.42(3H f s), 2.54(3H, s), 4.75(2H, d, J=4.9Hz), 5.32 
(2H, s), 6.33(1H, d, J=7.8Hz), 7.01(1H, t, J=7.8Hz), 7. 17-7.24(3H, b), 7 
.33(1B, d, J=7.SHz), 7.60(1H, s), 7.63-7. 73(2H, n), 7.76(1H 1 d, J=8.4Hz) 
, 7.84(1H, d, J=1.4Hz), 8.56UH, d, J=4.9Hz) 0 
IR(KBr) : 1635cm- l „ 
up : 154.0-157.0Xo 
<SOIi«12 9 ;1- (2-* h*S/^>$W -2-^f;^6- [ (2-KU 
*;wvE-f;i,] ^>X-f5*V-;i/ (19 4) 

Xftfll 15CD*SC«V\ 6-7J;U^^rV-l- (2-/ h^rv-<>v;i/) -2 
-/f\M^>X-f (0.997g) N JBft***U;i/ (0.858g) % 2-7 u 

(0.309g) x h'Jxf;v7;> (L02g) fr&l- 
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V-JI/ (19 4) (0.918s) *^fco 
[ft^ft (19 4) Ofttt] 

l H-NMR(CDCh, (5) : 2.60(3H, s), 3.89(3H, s), 4.77<2H, d, J=4.8Hz), 5.36 
(2H, s), 6.60UH, d, J=7.4Hz), 6.79(1H, dt, J=0.8 firF 7.4Hz), 6.91(1H, 
d, J=7.4Hz), 7.20-7.28(2H, ■), 7.34(1H, d, J=7.9Hs) a 7.56UH, br t), 7.6 
6-7.75(3H, a), 7.95(1H, a), 8.57(1H, d, J=4.9Hz)„ 
IE(KBr) : 1652ch*'« 
np : 136-138.5°C e 

<^^J1 3 0 ; 1- (4-* r-*$/^>s?;i,) -2-^;u-6- [ (2-eU 
*>vi/**;u) *;w^-f;t/) -ox-r $*V-;b (19 5) cd^«> 

-J**;i^>X-r$*V-;U (0.985g) , «J;u (0.858g) N 2-T = 

(o.309g) , hyx^;ur*> (i.02g) fr&i- (4-^ 
v^>y, U ) -2-^^-6- [ (2-*»Js;;uy*;i,) -ox 
3. ( 1 9 5) (0.697g) fcfcfc. 

(19 5) 0*M4] 

•H-NMRfCDCh, <?) : 2.59(3H, s), 3.76(3H, s). 4.78(2H, d, J=4.8Hz), 5.32 
(ZH, s), 6.83(2H, a), 7.00(2H, ■), 7.22(1H, dd, J=5.1 RU SMz), 7.34( 
1H, d, J=7.8Hz), 7.60(1H, br t), 7.67-7. 76(3H, b), 7.97(1E, d. J=1.2Hz), 
8.57UH, d, J=4.9Hz). 
ia(KBr) : ^cr'o 
np : 191. 5-192. 2°C 0 

<^«6flll3 1 ;1- [2- (^>-fcf >*;u*-;m ^>s;;u] -z- * 
f-;i/-6- [ (2-t:ys;;u/^;u) £;w^y;iO ^x-f^^-ji/ (19 6 
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mmmi i5©»i*fc:«£^ 1- [2- (^>*>;ui/*-;m*;io 

] «6-*;b#*^-2-y^;^>x-f (0.74g) , 

(0.45s) , 2-^^^/^;vt>j^> (0.19ff) , HJx*-;U7*> (0.53g) * 
£1- [2- (^>-tz>*;p*-;M?-;i,) ^>y;u] -2-^^;i/-6- [ (2- 

kus;;m^) a^^-on ^>x>r^*v-;u (19 6) <o.64g) 

fc. 

[ffc^fe (19 6) <D«S] 

'H-NMR(CDCh, 6) : 2.57(3H, s), 4.50(2H, a), 4.74<2H, d, J=4.9Hz), 5.59 
<2H, s), 6.63UH, d, J=7.7Hz), 6.87{1H, d, J=7.4 RU 1.5Hz), 7.09-7.19< 
3H, a), 7.3K1H, d, J=7.8Hz), 7. 53-7.61 ( 3H, a), 7.64(1H, dt, J=7.6 
1.6Hz), 7.68-7.79(5H, m), 7.84(1H, s), 8.5ZUH, d, J=4.8Hz) 0 
IR(neat) 1646cn-' 0 

<*1S«1 3 2 ; 1- (Z-isrs^yVfr) -2-*?)\,- 6- [ (2-£'J v 

^>x-f s*v-;i/ (19 7) 

^5£0>)1 1 5<D£S£«l^ 6-*;i>#**>-l- (2-y?y^>^) -2- 

^;i^>x>r s*v-;i, (i.i4g) , Jgft;t*^'j;v (o.998g) x i-t\j* 
wnryy> (0.425 g ) , b«;x^T$> (l.Hg) (2-^m>s; 
;v) 6- [ (2-t:us;;M^;io *;u/^>f;u] 

(19 7) (1.03g) £f§fc 0 
(19 7) CD»«] 

'H-NMRJCDCL, <J) : 2.58(3H, s), 4.76(2H, d, J=4.8Hz), 5.59(2H, a), 6.64 
(lfl, d, J=7.4Hz), 7.2K1H, dt, J=5.6 fitf 1.8Hz), 7.33(1H, d, J=7.9Hz), 
7.39-7.47(21, a), 7.65-7.79(5H, n), 7.89(1H, s), 8.56(1H, dd, J=4.9 RU 
0.9Hz )o 

IR(KBr) : 2223, 1642cnf '„ 
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mp ; 150. 5-151. 4'C 0 

<»MU 3 3 ;1- (e7i-;H2-^M^) -2-^^-6- [ (2 
-t'J^MfW *;u/^-f ;u] ^>X<< $*V-;u (19 8) £0-&fl> 

gffiMl 15 0*at{£i,\ 1- (tT7jz;i/-2-^MfjH _ 6 _£ ;]/ # 
^>-2-^;i^>X-f Ktr*J-)V (1.07g) v (0.796g) , 2 

^*;i^Uv> (0.339g) , HJx*;t,7*> (0.950g) 2p*>1- (t7 

;u] ^>X^ * *V-;u ( 1 9 8 ) (0.672g) £f#fc e 
[ft^ft (19 8) ©IMS] 

'H-NMRfCDCh, 6) : 2.38(3H, s), 4.78C2H, d, J=4.8Hz), 5.27(26, s), 6.64 
(1H, d, J=8.0Hz), 7.17-7.24{2H, n), 7.29-7. 43(6H, m), 7.48(2H, t, J=5.5H 
z), 7.49(1H, s), 7.57-7.73<3H, s), 7.80(1H, d, J=1.0Hz), 8.58UH, d, J=4 

IR(IBr) : 1630, 1619cm' 1 0 
DP : 179.8-180, 8*C„ 

<Wli«13 4 ; l—"OS/;i>-2-*f\>l/-6- [ (Z-tU^W^) 
/<=e>f ;u] -<>>c^ * (19 9) 

i so^sewsw i-^>^-6-;fc;i,7t^>-2-^;i^>x 
-f $^vr-;i> (0.59 g ) N «fls*^y;i/ (0.56g) , 2-^=* y y y > 

(0.24g) , F'Jx^7^> (0.67g) ip61-^>^;i/-2-7«f-;i/-6- [ (2 
-t'J^M^) *<i>X-f S*V-;i> ( 1 9 9) (0.66g) * 

(19 9) <0«H$] 

l H-NMR(CDCl 3l 5) : 2.58(3H, s), 4.76{2H, d, J=4.9Hz), 5.36(2H, s), 7.02 
-7.06(2H, e), 7.21UH, dd, J=6.9 &rj 5.0Hz), 7.27-7.35<4H, n), 7.65-7.7 
5(4H, a), 7.96(1H, d, J=0.8Hz), 8.56(1H, d, J=4.8Hz) a 
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IR(KBr) : 1640cd-'o 
bp : 124. 0-124. 9°C 0 

<%Mmi 3 5 ; 1- (i-t-fffr^sz/fr) -2-/^1—6- [ (2-tT'J 

y;M^) ^>x-< * *v-^ (2 o o) co£$> 

fUKMl l 5©»at«t\ l- (4-t-7*-/i^>s>;i/) -6-*;b#**>- 
2-^;u^>X-f (o.544g) . JSfc**tfy;i> (o.428g) , 2-r = 

y^;vh:u^> (o.i83g) N hjx*-;u7$> (0.5iig) *p<bi- (4-t-r^ 

^ ^ (2 0 0) (0.477g) £$fc 0 

[fc^tt (2 0 0) <D«rt4] 

l H-NMB(CDCh, (J) : l.27(9H, s), 2.60(3H, s), 4.77(2H, d, J=4.9Hz), 5.34 

(2H, s), 6.98(2H, d, J=8.3Hz), 7.2K1H, dd, J=7.3 fiV 5.1Hz), 7.29-7.35 

(3H, *), 7.62(1H, br s), 7.65-7.75(3H, a), 7.96(111, d, J=l.lHz), 8.57(1H 
, d, J =4.7Hz)o 
IR(KBr) : 1646cm- , e 
up : 140.4-142.8*C o 

<mmmi 3 6 ;2~/^;i>-i- a- -6- [ (2-egs; 
;u^^;v) *ox-f **V— jv (2 0 1) confix > 

^>x>f (o.sog) ^*fc**tf»;;i> (o.64g) . 2-7*^ 

f-;i/t»;^> (o.27g) , h v^-y-jvriy (o.77g) fr^-^x^-i- (2- 
^7?;^^) -6- [ {z-wi/frtf-fr) ^>x-f**V 
-;M2 0 1 ) (0.47g) fc»fc 0 
(201) ©«4 ] 

'H-NMEtCDCh, (5) : 2.60UH, s), 4.75(2H, d, J=4.9Hz), 5.52(2H, s), 7.17 
-7.23(2H, b), 7.3K1H, d, J=7.8Hz), 7.38(1H, s), 7.43-7.48(2H, a), 7.60- 



WO 97/24334 



PCT/JP96/0385S 



165 

7.82(7H, n), 8.00UH, d, J=l.QHz), 8.53UH, d, J =4.7Hz)„ 
IR(KBr) : 1640cm-' 0 
BP : 143.0-144.5'Co 

<mmmi3 7 ; 1- (tr:7x-;u-4->Ol^;iO -2-x*;u-6- [ (2 
-trV^JM^) *;w^*;iO (2 0 2) 

+y-2-xfjK>x^ ^ (0.500s) , ttMb**tMj;u (0.356g) , 2 

-r$;^mys;> (o.isig) . h>Jxf^7^> (o.424g) fr&i- (t: 

-f ^] * ( 2 0 2) (MlOg) 

[fc£tt (2 0 2) 

'JBMUCDCb, d) : 1.45(3H. t, J=7.7Hz), 2.90(2H, q, J=7.4Hz), 4.77(2H, 
d, J=4.7Hz), 5.43(2H, s), 7.10(2H, d, J=8.2Hz), 7.20(1H, dt, J=4.9 RV 
7.7Hz), 7.33(2H, t, J=7.4Hz) ) 7.42(2H, t, J=7.5Hz), 7.49-7. 55(4H, ■), 7 

.61(1H, br t), 7.67<1H, dt, J=7.8 &V 1.8Hz), 7.72(1H, d, J=8.4Hz), 7.8 

H1H, d, J=8.4Hz), 7.99UH, s), 8.56UH, d, J=4.9Hz)„ 

IR(KBr) : 1640c*- 1 e 

■p : 123.0-124.0-C o 
<mmmi3 8 ; 1- (2-^dd^>^» -6- [2- (£'jy;M?^) * 

frJ^j ;p] *y*J-)l (2 0 3) (D&&> 

-f**V-;i, (0.461g) , Jl«i*^y;b (0.728g) , 2-7* J tv-frY. y *>> 
(0.174*) , h'Jxf;i/7^> (0.486g) *61- (2-*d n^>*;;i,) -6- [ 

2- *;w^-f;i/] ^>x>f 5^-^ {20 3) (o.nog) 

[fc£«3 ( 2 0 3) <MM4] 
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'H-NHEfCDCh, 6) : 4,78(2H, d, J=4.SHz), 5.5K2H, s), 6.92(1H, d, J=6.5 
Hz), 7.17-7.3K3H, n), 7.34(1H, d, J=7.8Hz), 7.45(1H, dd, J=l.l 8.0 
Hz), 7.69UH, dt, J=1.8 RU 7.7Hz), 7.67-7.73UH, br s), 7.76(1H, dd, J 
=1.5 RJI 8.4Hz), 7.87(1H, d, J=8.4Hz), 8.05(2H, s), 8.57(1H, d, J =4.9H 

IR(KBr) : 1646cm" 
aip : 144.0-145. 0"Cc 

<nMM\ 3 9 ;2-^;i/-l- (2-- hP^>:x;u) -6- [ (2-^';^ 
a^M^e-oi/] ^>X^ * V^J-ji (2 0 4) cD^fi£> 

^J60!l 1 15®*SCt5£i\ 6 -2- (2- - h d-;> 
v;i/) (0.367g) N JHM"*tf (0.299g) , 2-7^ J* 

f^t: ] Jy> (0.217g) , Y*)*?-)lTi> (0.360g) ^t,2-y^;i/-l- (2- 
-hv^>i?)i) -6- [ (2-tru^;b^^;i/) *;i^^>oiO 

-^(2 0 4) (0.241g) 
[fc^tt (2 0 4) 

'H-NMRtCDCh, (5) : 2.56(3H, s), 4.75(2H, d, J=4.8Hz), 5.83(213, s), 6.41 
(1H, d, J=7.8 RU 1.2Hz), 7.22UH, dt, J=5.0 1.7Hz), 7.32(1H, d, J 
=7.9Hz), 7.43-7.52{2H, i), 7.64(1E, s), 7.68(1H, dt, J=7.6 fiv 1.7Hz),7 
.75(1H, dd, J=8.4 RXI 1.5Hz), 7.80(1H, d, J=8,4Hz), 7.82(11, d, J=1.3Hz 
), 8.28(1H, dd, J=8.0 RZF 1.7Hz),v8.56(lH, d, J=4.9Hz) 0 
IR(KBr) : ^Sca" 1 . 
sp : 194. 8-196. 7"C 0 

<WK«14 0 ; 2-^^-1- (2-- hn^>^;u) -5- [ (2-eU2^ 
^>x^ * (205) 

I0WI1 1 5-ij)\,X**s-2-*?-)l-\- (2-- hn^> 

y;iO ^>x-f5yv-^ (o.096 g ) . (o.o78g) , z-t\j * 



WO 97/24334 



PCT/JP96/03858 



167 

*;i/tru^> (0.048g) , hiJx^;bT^> (O.D93g) ^62-^^;v-l- (2- 

- h D^>y;i/) -5- [ (2-t:v^;uy^;u) a^/t^^] * ^v* 

(2 0 5) (0.079g) fcftfc. 
(2 0 5) ©«3S] 

'H-NHEKCDCh, <5) : 2.57{3H> s), 4.80<2H, d, J=4.7Hz), 5.80(2H, s), 6.43 
(1H, d, J=7.4 RV 0.8Hz), 7.17(1H, d, J=8.4Hz), 7.22(1H, dt, J=5.5 SIT 
1.8Hz), 7.35(1H, d, J=7.8Hz), 7.44-7.52(2H, a), 7.67(1H, s), 7.69(1H, d 
t, J=7.8 RXJ 1.9Hz), 7.82UH, dd, J=8.4 RU 1.5Hz), 8.27(1H, dd, J=8.0 
XV 1.6Hz), 8.28(1H, d, J=1.4Hz), 8.56(1H, d, J=4.9Hz) e 
IE(KBr) : ^Sca' 1 , 
■P : -~96*C(#8?£#?) 0 
<XMM 1 4 1 ; 1- (2-^DD^>y/H -2-^^;i/-6- (2-^7* U 
A;>^5^-/i / ^hiji>AJB ( 2 0 6) 

> 

6-*>;i^*s/-i- (2-i7DP^>^) -2-^^;i/^>Xi- ^ ( 

O.SOOg) CDN, N-y^fW;i/A7; F (20ml) «*tK, N'-t;^r;i,y^ * 

(0.54ig) *-*c»nA, Sfi?mra«#Lfc. 2-^7* 

U>yUU*>7>* h' (0.689g) JkVi/TWi/Zu^ZsT*^ (o,506g) <9N, N 
-S?y^*M75 K (5nl) «*ftlnA, 100"CT?48WB«#Lfco a&fc* 

ttcfe**-ciox&«£in*fco *nb*;kM*ffl (2®) *> ft Ji 

> «*-r*CkfcJ: Dl- (2-£nn^>*;;i/) -2-^t-;u-6- (2-^7 * 
U>x;u^-;u^;u;^^;b) -oX^^-^thU^AJI (2 0 6) $0. 
508gf§fc o 
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(2 0 6) 

'H-NHR(DHS0-d6, d) : 2.46(3R, s), 5.5HZH, s), 6.38(1H, d, J=7.9Hz), 7. 
17(1H, t, J=7.5Hz), 7.30(1H, t), 7.45(1H, d, J=8.5Hz), 7. 51-7. 57(3H, m), 
7.77-7.93(5H ) a), 7.99UH, n), 8.35(1H, s). 
IR(KBr) : 1594ca" e 
Mass (FAB) : i/e 512(K+1). 
np : 352.0 -354. 5-Co 

>^;i/3n-;i/*;i//^-f ;u) ^>X-f * HJ £ Aig ( 2 0 7 ) cd*S 

> 

lOSWl 4 lto^afctSifV 6-*;v**S/-l- (2-£ dd^>v;u) -2- 
^;i^>x>r (0.600g) , N, W -tuix-jusmrv-ju (o.6 

47g) , \-±7$\,>7.)\,*ls7l H (0.829g) , i/T1ft:2/^Dij7>r r -fe> ( 
0.608g) <p61- (2-^dd<>^) -2-p*f-;i/-6- (1-^7* U>;UI/ 
*=/b*;i//^-f^) ^^^V-^h^AJg ( 2 0 7 ) (0.39Qg) £ 

ttb£* (2 0 7) 

'H-NMRfDHSO-dB, tf ) : 2.46(38, s), 5.49(2H t s), 6.39UH, d, J=7.8Hz), 7. 
16(1B, t, J=7.5Hz), 7.31UH, t f J=7.3Hz), 7.36UH, t), 7.40-7.45<2H, 
7.50(1H, t, J=7.7Hz), 7.54(1H, d,^J=8.0Hz), 7.75-7.8K2H, a), 7.87UH, 
d, J=7.9H2), 7.93(1H, d, J=8.2Hz), 8.09(1H, d, J=7.3Hz), 8.86(1H, d, J=8 
.5Hz). 

IE(KBr) : 1633cm-' e 
Mass(FAB) : m/e 512{H+1) 0 
op : -265-C(#jf?£#-5)o 
<3QK*!14 3 ;6- (4-£ u w<>1£ >7>frft=.)\,tu),}^4 ;v) -i- (2 
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-^DD^>^b) -Z-/?)\,'<>X<( KW-fri-hVtJxIZ ( 2 0 8) <D 

nMmi4i<Di5&\zm\ e-*^**^-!- (2-^dd^>s;m -2- 

^;v^>X-f (0.400g) , N, H' 5 *V-;u (0.4 

32g) , 4->DD^>-fe'>^>7$ K (0.510g) \ *JTWi/9u*?> ! r± 

> (0.404g) i>>£>6- (^^DD^V^vm-;)/*^^^!/) -1- (2- 
^D^>W -2-^^;i/^>X^ ZP*J—)U± h U (2 0 8) (0.2 
70g) Zft&o 

[ft^ft ( 2 0 8) Ofttt] 

^-HHRtDHSO-^B, <5 ) : 2.46(3H, s) s 5.52(2H, s), 6.38(1H, d,J=7.4Hz), 7. 
19(1H, t, J=7.6Hz) J 7.3K1B, t, J=7.6Hz) ) 7.39<2H, d, J=8.5Hz), 7.45UH, 
d, J=8.9Hz), 7.54(1H, d, J=8.0Hz), 7.76-7.82{4H, n). 
IE(KBr) : 1592c5r ] 0 
Mass(FAB) : n/e 496(M+1) 0 
op : 360-36rC(£#). 

<^J£#I14 4 ;6- (3- £ d d^>^;ou*^JI/£;ua^ -1- (2 
-^dd^^) -2-^t-;u^>X-i' ^ ^7-^ ( 2 0 9) co^> 

4 l©*acttv\ 6-;fc;i/#*^-l- (2-^pp^>i/;u) -2- 
^^V^>X-r (0.450g) x N, N'-*;!,*-;^^ (0.4 

86g) , 3»^DD^>^>^W>7; K (0.573g) , ^Tif u Ox-tz: 

> (0.456g) fr66- (3-^DP^>4f>^;p^^;i/^;bM^E^;b) -1- (2- 

SB* 6- (3 - * d D^>*i?>7 >f ;b) 

-1- (2-£DD^>y;U) ljr-J—)\, (2 0 9) (0.420 

g) *»fc. 
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tft«« ( 2 0 9 ) 

l H-NMR(DMS0-d6, (5) : 2.51(3H, s), 5.63{2H, s), 6.48(1H, d, J=7.7Hz), 7. 
22(1H, t, J=7.6Hz), 7.34UH, t, J=7.7Hz), 7.56UH, t, J=8.0Hz), 7.64UH, 
t, J=8.0Hz), 7.68QH, d, J=8.5Hz), 7.78(2H, t, J=8.6Hz), 7.91(1H, d, J= 
7.6H2), 7.95(iH, d, J=1.6Hz), 8.10(1H, s). 
IR(KBr) : 1687ca" l o 
Mass(FAB) : a/e 474(M+l)o 
DP : 254.5-257.5*C<#jg£#-5 )• 

<H$fe#!14 5 ; 5-^>-lr>^;u^-;i/*;w^^;u-2-^>s;;i/-i- (2 
-2uv<>i/)\,) ^y%4 * (2 10) (D*£f&> 

4 4<0£i*c«l\ 2-^>^-5-#;i/#*^-l- (2-^np^ 
>y;u) -OX-T S;7V-^ (0.466g) , N, N'-*^*-^^ K?*J-)l> (0 
•401g) , 'O-fe* >*;i^>7*^ h* (0.389g) , *JT¥ a (0.3 
77g) ipf,5-^>-b*>^;i/^-Jl/*^/^^^-2-^>^Jl/-l- 

>y;iO ^>x-f * (2 10) (o.447g) s^fcc 

(210) (Dimm 

l H-NHR(DMS0-d6, 6) : 4.28(2H, s), 5.57(2H, s), 6.23(1H, d, J=7.6Hz), 7. 
04(1H 1 t, J=7.6Hz), 7.10-7.26(6H, ■), 7.40(1H, d, J=8«6Hz), 7.46(1H, d, 
J=8 B 0Hz), 7.61-7.73(4H, m), 8.00(2H, d, J=7.6Hz), 8.23UH, s), 12.43UH, 
br s)o 

IE(KBr) : 1685CB- 1 ,, 
up : 152.0-155. 0'C 
<Hffi#114 6 ;fi-'<V'l?VWc;ii;^^i'-2 — sViW-1- (2 

-^dd^>^h ^>x-r (2ii) 

>^;u) ^>x-r '^/-^ (o.760g) % N, N'-^tf-^v-f (o 
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.654g) , ^>V>Z)l*>T$ K (0.634g) N ¥7? D ^ >x* > (0.6 
14g) ^?>6-^>-t?>^;i,^-;uii;i/;^>r;i/-2-^>^;i/-l- 
>i;;i>) ^>x^^;-;b ( 2 1 1 ) (0.803g) £&fc 0 

[<t&® (211) C0«5tt] 

'H-NMR(DMS0-d6, S ) : 4.4M2H, s), 5.71<2H, s), 6.32(1H, d, J=7.7Hz) t 7. 
06(1H, t, J=7.7Hz), 7.14-7.30(6H, »), 7.50(1H, d, J=8.0Hz), 7.62(2H, t) } 
7.70(1H, t), 7.8H1H, d, J=8.6Hz), 7.87(1H, d, J=8.5Hz), 7.97(2H, d, J= 
8.2Hz), 8.16UH, s), 12.60(1H, br s)„ 
IR(KBr) : 1704cm" ! 0 
up : 143.0-144. 5-C« 
<$mm 14 7 ; 1- (2, A-i/tuwOi/fr) -2-^^-6- [ (2- fc: 

£;i/M^;t,] ^>x-f (18 0) 

6-^;i/^>^-i- (2, 4-v^DD^>f/;i/) -2-^;i^>X^* ^ 
-Ji/ (0.627g) C^dd^> (10ml) ^HiON, F^^^MT^ H 
*JD*, *#Lfc 0 ttfctf*tM;rt> (0.493g) fc»TU »»«»Lfc. s&c 

^dd^> (lOal) CSItft. acttT£0*itt£, 2-7^^^K';^ 
> (0.167s) J:HJx^;l,t*> (0.469g) 0Sfc;t2-l/> (Sal) &mzffi T 
bfeo lBSIMttfLfcS* S*»«*-C3|iia5}»U *6tfi»«»**^MJ»> 

74- (mm%& : 7^h>/$;x^x-TW/i) ctSKifeo s&c 

mt**JU (5ml) fcfciPU ^*^> (2al) tiDAISIlftu*:. tSBtitHU 
^ >fc*f 5fcl- (2, 4-^^dd^>^) -2-^^;i/-6- [ (2-£'J^;u 
**;i0 ^>x>f * *v-;i, (l 8 0) $:0.359g^^ o 

[ftd* (18 0) o«H4] 

'H-HMWCDCh, (5) : 2.56(3H, s), 4.76(2H, d, J=4.8Hz), 5.40(2H, s), 6.33 
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<1H, d, J=8.4Hz), 7.07(1H, dd, J=8.4 fitf 2.0Hz), 7.22(1H, dd, J=7.4 S 
XJF 4.9Hz), 7.33(1H, d, J=7.9Hz), 7.48{1H, d, J=2.1Hz), 7.62-7.79(4H, n), 
7.86(1H, d, J=l.lHz), 8.57, (1H, d, J=4.9Hz)„ 
IR(KBr) : 1645c*- 1 . 
ap : 204.1 -206. 3XIo 

<Hi&0U 48 ;1- (t7j^-4-^i/^;i/) ~2-^x;b-6- [ (2 
-km^jm^) ajw^e-nt,] "OX-f **V-;b (2 12) <D-£rf£> 

1- x.-j\,-4-<t -6-*;i/^^ri/-2-^^;i/^>x^ ^ ^ 

V-;V (0.886g) hN, N-^^l^UAT^ K CD^^dd^^> (J3b 

1) *#TTttfb**tfy;i> (0.655g) «0A. fi»T15BSfia«#Lfc 

o *rtti,fc*gii*asik *ft^^i^>iS6»u «Ee«ifc. ccoes*. 2- 

7^^f;it;'jy> (0.235g) th'Jxf;i/7;> (0.653g) Ci/^DD^ 
> (15ml) ^fc*»T-CinA, lBBBUlff Ufc. KJ&SC**2ni;t£j&£fi^t 
l>x (20) , e«K»**^hU«>A7k*«-C«»«, ««Jlfe$S«K. 

c t ic £ 9, 1- (t7x-^-4-^Mf;i/) -2-^^;i/-6- [ (2-tru> 

^>X-r^^V-;V (2 12) £0.774g*§fcc 
[fls6«F (2 12) Otttt] 

'H-NMR(CDC1 3 , 6) : 2.62(3H, s), 4.77{2H, d, J=4.8Hz), 5.42(2H, s), 7.12 
(2H, d,J=8.5Hz), 7.2K1H, a), 7.34(2H, a), 7.42(2H, a), 7.51-7.55(4H, hi 
),7.62(1H, br t), 7.67(1H, dt, J=l.f 7.7Hz), 7.71UH, dd, J=1.6 R 
XI 8.4Hz), 7.76(1H, d, J=8.4Hz), 8.00(1H, d, J=1.2Hz), 8.56(1H, d, J=4.8 
Hz)o 

iMOr) : 1642CB- 1 , 
up : 205. 0-206. 5*Co 
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;u) -2-^M>X^f * (16 3) CD^> 

e-^^^^-i- (2-^oo^>y;u) -2-^;i"OX^ ^v— ;u ( 
0.902g) CON, K-i?*?)\,*jl>2>7i ¥ (20ml) SiSfcN, N' -a^tf^U^-f 5 
(0.973g) fc-KClHl*x gfiTlBSRB«#Lfco ^>-t?>7 
;i/^>^^ K (0.943g) &vs;7-»ft:*>^ni>>7 s -fe> (0.913g) roN, N-v^t 
^^7; K (5«1) ***i0** 100*CT70^fl3jt#Lfce EJS«*»aU 

*Sd f K^i-^^^T-io%«K$jEiax.feo ^DD^ttiij (2@) tr» ^.n 

-2-;^;i^O>U (16 3) £0.667g*§fc a 

-^;m^) -2-^^;^^>x>f ^/-^HJ^AJg (2 13) 
> 

) -2-^;i^>x^ (0.637g) s N, n j 

;u (0.533g) , *<>-V>Z)\,*>7$ Y (0.516s) > S^if e*>^ n £ > 
(O.SOOg) ^^,6 — i>-V>X)U*-)l<i3Ji'^=c<{ (t7x-;i/-4- -f 
;u^^;i/) -2-^^;i/^>X-Y KPv-JVi-h U^AJg (2 1 3) (0.365g 

) *»fc. 

[{b£& (2 13) 0«4] 

'H-tMUDMSO-dB, 5) : 2.52(3H, s), 5.52(2H, s), 7.13<2H, d, J=8.1Hz), 7. 
31-7. 37(4H, n), 7.39-7.45<3H, n), 7.58-7.63(4H, m), 7.78-7.82(3H, m), 7. 
97<1H, s) 0 

IR(Nujol) : 1591CB" 1 . 
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hp : 289.0-290.0-C(#$£#-5)o 

;v) -2-^;i^>x^^V-;u (16 3) 

6-^;b^^ri/-i- (2-^Do^>y;t/) * ( 

5.02g) (OH, K-Vtl-fy-fcfyLTl Y (llOnl) S&£N, N' * 
(5.41g) £-£CJO;U aaTfl«fB«»Lfc. O^txTs ^>-fc!>;* 
K (5.24g) Sl5vT1ft:i>^Dr>>x-t> (5.08g) ON, N-y^f 
;u*;UATS> K (20b1) 100"C-C70BM«#Lfc. L 

*JBtfW4tfis5^-ciOX*ttStDitfc. *od*;wa»Uj (2®) UT#<b n 

^-1- (2-i7DD^>y;H -2-^fM>X>f;^;-)l/ (16 3) £4. 

<^£#ll 5 2 ; 1- (2-^DD^>S/>il/) -2->f-;b-6- h U 7;i^D* 
£>x;u*=;u#;i,;^e^;i,^>x^ Si^V— (2 14) <D£i&> 

6-A;i/#^rS/-i- (2-^dd^>v;p) -2-^^;i/^>X^ * ;u ( 
0.600g) ON, N-i^^l/*;!^:^ K (20ml) N 1 -^;i/^-;u*>*>f ^ 

(0.647g) ^-SCSDX, fiST?mBa»L,fc. o^l>T. h"J7W 
□ **>X;U*>;p* h* (0.596g) E&*JTV)Z 9 s9ub>Tlz> (0.609g) O 
N, N-'>7f;i/«AT^ ¥ (5nl) »ft*JDA, 100-C-C72B5B«#Ufco fiiS 

25il) £>t*y-;b (25b1) coii^S^Tft#Ufco £!i£e*TSdi:fcJ;5 
rt*4)),'<>X<{ $*V-;i/fflBS ( 2 1 4) (0.420g) 
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tfc^» (2 14) CMMt] 

'H-NMR(DHS0-d6, (5) : 2.84(3H, s), 5.82(2H, s), 7.08(1H, d, J=7.5Hz), 7. 
30(1H, t), 7.40<1H, t, J=7.7Hz), 7.58(1H, d, J=8.0Hz), 7.79(1H, d, J=8.6 
Hz), 8.07-8.13<2H, ■). 
IR(KBr) : 1634cm-' 0 
Mass(CI) : m/e 432(M+1-HC1) 0 
ap : 332-335'C(»**ff^ )„ 

<*JS« 1 5 3, 1 5 4; 6-^>-tf >>uu*— ;u*;ws^-f - (2, 4- 
v£dd^>s;;u) 5 *V-;i/tt«tt (2 15) Stf6 — < 

;u*;i//t^-f;i/-i- (2, 4-5?£ □ P^>s;;iO -2-^;i/^ 
>XY ^ (216) co£&> 

SIKftll 5 20*aEC«El\ 6-*^**S/-l- (2, 4-y^DD^>yjV) 
-2-A7)^>XJ X VV-Jl (0.460g) , N, N'-*;U*-;i^>f 
(0.445g) x ^>-tf>^;u^>T^ h* (0.431s) s S*7"*f tTS> £ n £ >tH: > ( 
0.418g) fr66-^>tf>;ui/*:r;i/*;w**-f (2, A-Wuu^yy 

-2-^fM>X^^;-«M ( 2 1 5 ) (0.540g) fcfcfc. 
[fti£* (215) 

•H-HHMDMSO-dG, 6) : 2.71(3H. s), 5.74(2H, s), 6.83(1H, d, J=8.4Hz), 7. 
33(1H, dd, J=2.0 RXI 8.4Hz), 7.63(2H, t), 7.71(1H, t), 7.78{1H, d, J=2. 
0Hz), 7.86(1H, d, J=8.7Hz), 7.95(11, dd, J=1.4 RV 8.7Hz), 7. 99(2H, a), 
8.29(1H, s). 
IR(XBr) : IBSScb-'o 
BP : 236.0-238.0-Co 

r-pH5-6{c^stfeo *fffibfe»as*«)H 7jc^. ««-r5 

di:K:J:!K 6-^>-g>^;b^-;u*;u^-f^-l- (2, 4-^£nD^>v 
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-2-*^;i^>X4 (2 16) m^titzo 

[flsfi* (2 16) £>&tt] 

'H-MKDHSO-de, d) : 2.48(3H, s), 5.58(2H, s), 6.42(1H, d, J=8.4Hz), 7. 
31{1H, dd, J=2.2 RU 8.4Hz), 7.60-7.75(6H, n), 7.99<2H, d, J=7.4Hz), 8. 
06(1H, s), 12.40UH, s). 
IH(KBr) : 1540cb- ! o 
■P : 238.2, -239.9-Co 

<%Mm 1 5 5 ; 1- (2-^DD^>i;;U -6- (4-^ h*i"0-e>Z)\, 
-2-^f-;i/-<>X^ * tr^J-)i (2 17) <d<£&> 

(2-^DD^>>;p) -2-/fM>Xi' 5. ( 
(MOOg) ON, F$;^j^A7; K (I5nl) SMKlN, H'-*;^-f^V 
(0.431g) fc-flEtfiOiL SS-ClRIBtRftUfco O^T, 4-^ h^i/^ 
>-fe">*;b*>7* K (0.498g) 2W^rife5/0D£>7H:> (0.405&) CON, 
N-y^^A7; K (5nl) *tt£iKI*. l00 B C"e67BSIffl«#Lfco &ffc& 

^^A J f>7k^^t4t'&5tT-lO%m^>£ia^fc« ^DD^Ajfetii (2®) L 

;P=l00/2MOO/10) f^b, fclSgL ^xfj^yxfM-rib (Ofi 

;p) -6- (4-^ Y*is^>Vy?s)V*=-)\'l3)\,rt^:<< )],) -2-/-r;t^>X-f 
\ V s J-~)l (2 17) £0.450g^fc o 
(217) 

'H-NWDMSO-dG, 6) : 2.46(3H, s), 3.83(3H, s), 5.58(2H, s), 7.12(2H, d, 
J=9.0Bz), 7.2K1H, t, J=7.3Hz), T.33(1H, t), 7.56(1H, d, J=7.0Hx) I 7.63 
(lfl, d, J=8.5Hz), 7.7K1H, dd, J=1.6 8.5Hz), 7.9H2H, d, J=9.0Ez), 
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8.05UH, d, J=1.3Hz) 0 
IR(Or) : 1683cnf l c 
Mass (FAB) : m/e 470(M+l) o 
up : 271. 0-274. 0'Co 

<$t&Ml 5 6 ; 1- (2-^DD^>y;i/) -2-^;u-6- ( a - b ;ux> 
X;i/*-;i,;b;W^£*T ;i,) /<>X-f (2 18) GD£-j£> 

mMmi 5 S<DJ:$Hzm\ 6-#;u#*:/-l- (Z-tuu^i,i>)\,) -2- 
^JU-OX-f (0.450g) N N, N'-*;U^-;us;-f (0.4 

85g) . a- h)\,*>Z)\,*>7l h* (0.512$) . v^if ei/^D^>7=-tr> (0 
.456g) (2-^dd^>^) -2-^^;p — 6— (a- 

-oxy * (2 18) (o.350g) 

[ft-fr* (218) ©«tt] 

'H-NMEUDMSO-dB, 6) : 2.48<3H, s), 4.36(2H, s), 5.53(2H f s) } 6.40(1H, d, , 
J=6.8Hz), 7.15-7.28(6H, m), 7.32UH, t), 7.49(1H, d, J=8.3Hz), 7.55(1H 
, d), 7.83-7.87(2H, b). 
IE(IBr) : 1593C1T 1 . 
Hass(FAB) : n/e 454(M+l) e . 
■p : 193-196-C(tS^) c 
<^6#J157;1- (2-^DD^>i/» -6- (2, B-i^^l/'O-if >X 
-2-*^;i^>X-f i^j-ji (2 19) O^M> 

%&mi 5 5<oijmtzm\ 6-*;u#*S'-i- (2-^DD^>y» -2- 

^;i/^>X>f *^v/-;b (O.SOOg) , N, N'-*;1/*^;l^ (0.5 
39g) , 2, 5-^i/l/>^^>7; f (0.616*) , ti/^ D >f=-fe > 

(0.506g) (2-^DD^>«») -6- (2, 5-i^?\n/^>-t?>x;i/* 

-^*;i/^>f^-2-^^;b^>x-r ^^v-;u (219) (o.490g) & 
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(219) O&ft] 

l H-NMR(DHS0-d6, 6) : 2.35(3H, s), 2.48(3H, s), 2.5K3H, s), 5.58(2H, s) 
, 6.45{1H, d, J=7.5Hz), 7.20-7.27(2H, d), 7.31-7.39(2H, a), 7.56(1H. d, 
J=8.0Rz), 7.64(1H, d, J=8.5Hz), 7.75(1H, d, J=8.5Hz), 7.82UH, s), 8.06( 
1H, s), 12.45UH, br s). 
IR(IBr) : 1690cb _, o 
Mass(FAB) : a/e 468(M+l)o 
mp : 266.5-267.5 d C 0 
<mfeffl 1 5 8 ;1- (2-^DD^>yM -2-^;u-6- (4--ho^> 

-e>^;^-;u*;w«-r;i/) ^>x-f^V-^ (2 2 0) <&^a> 
6-*;u#*5/-i- (2-^un^>^;v) -2-^^;u^>X>f ^ ^V— ;u ( 

0.400g) ON, H-S^^l/st^AT'S K (15ml) N'-*/b#2/-f S *V 

(0.432g) *-*fcJn** ^T?llSISI«#bfco t^vt, 4--hn-o 
^>^;i/^>r^ K (0.538g) Stf^Tiftr^n^vHi:/ ( 0.405g) (ON, 
H-^^;^A7; K (5*1) S«£Jn*. 100-C-e84»B«#Ufc. 

-2-^;i/-6- (4-- hD^>-tf>x;v*-;^w«>r;u) <>X^W 

-)V (2 2 0) *0.300s»fc.. 
[fc£tt (2 2 0) <0*ltt] 

l H-NMR(DMS0-d6, (5) : 2.56<3H, s), 5.65<2H, s), 6.54UH, d, J=7.6Hz), 7. 
23(11, t, J=7.6Hz), 7.34UH, t, J=7.6Hz), 7.56(111, t, J=8.0Rz), 7.68(1H. 
d, J=8.5Hz), 7.83(lfl, d, J=8.3Hz), 8.07(1H, s), 8. 16(2H,d, J=8.7Hz), 8.3 
7(ZH, d, J=8.7Hz)o 
IE(KBr) : 1621ca- J e 
Mass (FAB) : a/e 485(M+l)o 
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DP : 330-332*Cc 

<*(MU 5 9 ; 1- (2-^dd^>^) -2-;* 3^-6- [4- ( h l)7;u 
tD^^;v) ^>-lf>^;i,^-;u^;i,;^^;i/] ^>x-f ^yy-jw (221) 

(0.450g) . N, N 1 -^^^-^^^ ? ^/-^ (0.4 
86g) x 4- (h'j7WD^f;V) ^>-t?>*;i,*>7^ K (0.676g) , is 7V 
fc»£n£>5r-fe> (0.457g) (2-^dd^>'») -2-^x;i/-6- 

[4- (FU7^tD^^) ^>H?>^;U3j?-;u*;i/y^-r;i/] /<>x^W 
— ^ ( 2 2 1 ) (0.390g) 

[<fb£» (221) ©«tt] 

'H-NMR(DMS0-d6, <5 ) : 2.52(3H, s), 5.62<2H, s), 6.47(1H, d, J=7.2Hz), 7. 
Z2UH, t, J=7.5Hz), 7.34UH, t), 7.56(1H, d, H=8.0Hz), 7.66(1H 5 d, 8.5Hz 
), 7.78(1H, d), 7.97(2H, d, J=8.3Hz), 8.06UH, s), 8.15<2H, d, J=8.3Hz) 

o 

II(KBr) : 1620m- '. 
Mass (FAB) : i/e 508(M+l) o 
Bp : 288.0 - 2S2.0-C o 
<$ZMWl 6 0 ; 6 - ( 2 - £PD^>H?>*;i,*-;ujb;w^^;t/) - 1- 
(2-^DD^s>y;i/) -2-^f\rt/^>X>f S^-Jl^^^A* (2 2 2 
) <D£f£> 

G-*;i^#S/-i- (2-^DD^>y;u) -2--rf*;w<>x-f ^^v/-;w ( 
0.450g) OK, N-i/7fM;i/A7; K (15ml) ig&tZN, N* —jzftsi&y^ \ y^} 
-)l> (0.485g) llt-lWSlfcc OtJ^T. h>J7WD^ 

*>X;i/*>7* h* (0.575g) StF^TIfei/^D^Vx-bV (0.457g) ©N, N 
-^^r;^;^7^ K (5bI) 100«C-e72iSIMt#l,fc. 
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>x;i/*^;i<#;w^^;i,) -1- (2-^dd^>2/;u) -2-^;i^>x>f * 
^^-;1/7->^-t>a^ (2 2 2) £0.360g?#fc o 
[ftl^tt ( 2 2 2) 

'H-HHKDMSO-dB, d ) : 2.47(3H, s) 3 5.51(2H, s), 6.43UH, d, J=7.5Hz), 7. 
12(4H, br s), 7,19(1H, t, J=7.6Hz), 7,28-7.38(4H, a), 7,46(1H, d, J=8.3H 
z), 7.53UH, d, J=7.9Hz), 7.78-7. 82(2H, a), 7.97(1H, a) e 
IE(KBr) : 1590cn-' o 
Mass(FAB) : a/e 474(M+l-fffl3) e 
up : 264.0-267.0-Cc 

<H5fe0U 6 1 ; 6-*;i//^-Y^-l- (2, 4- V $ n d^>^) -2->f- 
;i^>X>f = (2 2 3 ) 

6-/b;i/^^v-i~ (2, 4-^Dn^>i?;H -2-^;i/^>X>f * *V 
-)V (0.490g) £N, X-Vt+frKfrkTK Y (1^) (8ml) « 

*#T?*fc***y;u (o.437g) sip a, *a-ci.5^ia««bfco 28% 

4^-1- (2, 4-i?^DD^>i;;i/) M-^;t^>X>f *^\/-;u (2 2 3 
) (0.240g) fcftfc* 
( 2 2 3) 

'H-NHEtDMSO-de, d) : 2.48(3H, s), 5.54(2H, s), 6.4K1H, d, J=8.4Hz), 7. 
21-8.02(3H, i), 7.3H1H, dd, J=2.2 &Tf 8.4Hz), 7.60(1H, d, J=8.4Hzh 7. 
75(1H, a), 7.93(1H, s)„ 
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IR(KBr) : 1666cm- 1 . 
flp : 112. 0-114. 0*Co 

<nMmi 6 2 ; S-^>-ti>Z)l*-)lt>)l,J^<< jl-Z-^yisjl-i- (2 
, 4-i/'^DD^>^) -OX-f iP'J-Jl (2 2 4) 
2-^>^;u-6-*;t,tf*:>-i- (2, 4-y^D^>yji) ^>X-f 
(0.315g) CON, N-v;<^;t,*;i^7S K (5ml) ig&£N, N'-^A*-^ 
S*V-;i, (0.248g) £-&tc*n;L ^T*lWS^tf Cfl -d-^t, 
>^>W>7^ (0.240g) S^T-lftrv^D^VxtV (0.233g) <2N, 
N-^fJ^A7; K (4ml) Sgfc^D*, 100-C^62ffSR§£#Lfeo Sffcfc 

^tf^7K^^tii;^S^T-10%^^D^fcc ^DD^AiHj (20) L 

^©^Lfeo g^t^*,/-;!/ (4al) tl\mWiik%ti>)^J±fcifem (4ml) £ 

S^fcfcJ:56--^>Hf>^;u^-/i/*;^«^;b--2»^>s;;u--l- (2, 4 - 
^^D-i>^) -^>X>f lfJ-)l (2 2 4) £0.310gf§fco 
[fti^ft (2 2 4) CDfttt] 

, H-NMR(DMS0-d6 J d) : 4.32(1H, a), 5.61(2B, s), 6.16(1H, d, J=8.4Hz), 7. 
09(1H, dd, J=8.4£tf 1.9Hz), 7. 18-7. 10(5H, a), 7.82-7.58(6H, m), 7.97(2 
H, d, J^.eHx), 8.10(1H, s), 12.43(1H, br s) c 
IR(KBr) : litter * 9 
Bp : 236.0-238.0 # Ce 
<WMfll 6 3 ; 5-^>-tf >x;^^-;i/*;^^>f;u-2-^>v;L'-l- (2 

, 4-^DD^>yjl/) ^>X-f^/-;i/ (2 2 5) (D^> 

5 2-^>i/^-5-*;u^^rv-l- (2, 4-^^d 

D-c>y;i/) ^>X-f 2. fJ—)\, (0.385g) , N, N* - AJUtf-;^ * £V - 
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;u (0.304&) , ^>-tf>*;u*>7^ K (0.294g) , */7>y u $ >x-tr > 
(0.285g) 3b»&5-^>* >^;i/^-;U3b;^^-f;i/-2-^>s;;i/-i- (2, 4- 
iStavOi/fr) -oX-f * (2 2 5) (0.270&) 

( 2 2 5) <DMt] 

'H-NMRfDMSO-dB, <S ) : 4.28(2H, s). 5.52(2H, s), 6.14(1H, d, J=8.4Hi), 7. 
21-7.06<6H, o), 7.42UH, d, J=8.6Hz), 7.76-7,57(5H, a), 8.05-7.95(2H, m) 
, 8.24UH, s), 12.43(1H, br s). 
IR(IBr) : 1691ctt- l o 
up : 107:0-110. 0*Co 
<SHS«16 4 ; 6-^>tf>*/l/*=;i/*;W«>f ll-l- (t7iz;H 

--<;t/^^;i/) -2-t fd**>^>X4 (2 2 6) co^> 

) ^>X7< Y (0.400g) ORRStt (5m1) Crh?^ (0.220g 

ft*it«*ttfc:lyfca, .10X»B-CpH5-6K:aBbfco C 
(10il) , lQggR (0.50g) , 35X&R (0.35s) £JDx* 60-CT 

X-Y ^ ( 2 2 6) (0.219g) 

litS® (2 2 6) Otttt ] 

'H-NMROMSO-dB, ) : 5.07(2H, s), 7.08(1H, d, J=8.2Hz), 7.33-7.39(3H, a 
), 7.44(2H, t, J=7.5Hz), 7.60-7.65(7H, in), 7.66-7.72(2H t n), 7.96-7.80(2 
H, 11.46(1H, s), 12.34(1H, s). 
IR(KBr) : 1704, 1686mT'. 
Mass(FD) : n/e 483(H) . 
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■P : 268.7-273. 9 4 C 0 
<HmWl 6 5 ;6-^>-tf>^;i/^-;i/*^^x^;u-l- (tr7x-;i<-4 

-2-^;i/^7'h^>x^ (2 2 7) cD6ja> 

N-^>Hf >x;i/^-ju^;i/M^e^;u-4-r^ y -3- (t:7x-;u-4-^;i/ 
**)ITXS) -<>X7; h* (0.800s) <D*9S-)\, (10nl) Sfcfc-awfctt* 
(2«I) fciniU SO-CTTOKflBaftUfc. ?vo*fr2±tyk*mz.Z$rftl,tz& 

ai-;u-4-^;v/^;u) -2-^*7 h^>X>r **v-;u (2 2 7) (0.71 

9g) £ftfco 

[ft^fc (2 2 7) CDtt«] 

'H-NMR(DMSO-d6, tf ) : 5.55(2H, s), 7.28(1H, d, J=8.4Hz), 7.35(1H, t, J=6 
.3Hz), 7.39-7.47(4H, n), 7.61-7.65(6H, ■), 7.69(1H, t, J=7.4Hz), 7.78(1H 
, dd, J=8.4 RU 1.4Hz), 7.87(1H, s), 7.81-7. 98(2H, 12.5H1H, s), 13 
.29<1H, s) 0 
IR(KBr) : 1701cm" 
rp : 320.0- 321. 0'C 

-^;m^;u) -2-p( s*v-;v (2 2 8) cd^> 

N-^>H?>x;U/^-;i/-4-T ^ ^ -3- (t7x-;M-f;MW;; 
) ^>XTX K (0.400&) ©IWS«^(3al) tc^h^^ h (0.250g) 

80-c-e2^p^«^ufeo aB«cs^^y-;uftin*. ffmufciss* s 

&SttT-feh> (lml) i:^*;-;!/ (Sail) oa*»«T«», «£1 £ 

>f;M^) -2-^ h*S^>X^^-;i> (2 2 8) (0.280&) . 
(2 2 8) ®M4] 

'H-NMRtDHSO-dG, <5 ) : 4.17(3H, s), 5.33(2H, s), 7.30<2H, d, J=8.ZHz), 7. 
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35(1H, t, J=7.4Hz), 7.4412H, t, J=7.5Hz), 7.50(1H, d, J=8.4Hz), 7.60-7.6 
5(6H, a), 7.68-7.72(2H, ■), 7.98-8. 01(2H, m), 8.05(1H, d, J=1.5Ha), 8.18 
(1H, s), 12.50UH, s) e 
IR(KBr) : 1690cm- 1 . 
up : 136.0-138.5*Co 

->r;u^f-;i/) -2-*;i>#*^'-oX'< iw-k (229) <d£&> 

N—o-tf >*;i/*-;i,-4-7^ J -3- (t7j-^-4-^;Mf^7; J 
) ^>X7^ F (0.400g) ON, N-y^f-ZU^l/AT"^ K (3b1) h >J jl 

^;ur^> (0.080g) fc/^;i/^-**y;^D y h (o.i4Sg) zmt^ 

^>x-f ^y-^o««»tt*»fc. dft£&82 (linl) (5il) 
C**U 60-CT?15l^ia«^bfco *Kfl;*y^A*»i«T+«IUT«rtt4tta* 

;v-4-*oi^*\n,) -2-#;u**^>x>r ^V-^ (2 2 9 ) (o.245g) 
Cfls6« (2 2 9) «o*tt] 

'H-NMEtDMSO-dB, d) : 5.44(2H, s),J7.23(lH, d, J=8.4Hz), 7.36(1H, t, J=7 
.6Hz), 7.4M2H, d, J=8.1Hz), 7.45(2H, t, J=7.5Hz), 7.58(2H, t, J=7.8Hz), 
7.60-7.7K7H, ■), 7.94(2H, d, J=8.3Hz), 12.3BUH, s), 12.52UH, s). 
IR(KBr) : 1670CB" 1 . 
ap : 247.5 -250. 0"C o 

<fU£#J16 8 ; G-^>*>7>n,*-fl'*)M : Z'( (tf7x-;i/-4 
-J)l*7~)l>) -l-t^ftTXJ^yX* (2 3 0) <D&$L> 
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N — v>-t£ >^^^-;i/*;i/M-^E^;i/-4-T^ J -3- (£7 x-;i/-4--OI> 
^>X7; K (0.300g) ^ ^WVfty7^-F (0.200g) 
, (Sal) , StfT-t h> (5ml) <Dm&®Zm&T'iZ8f®m.*$Ltzo 

2*>K97Xittg£ (1ml) £;(JD;u g&T-43l$E£#Lfco £/fcfc£20*£gg;!k&* 

;P-4--Ol^^;iO -h^W;^^;^ ( 2 3 0) (O.HOg 

) 

C(b^» ( 2 3 0) CD^] 

'H-NMR(DHS0-d6, <5 ) : 2.98(3H, d, J=4.4Hz), 5.34(2H, s), 7.22(2H, d, J=8 
.2Hz), 7.26(1H, d, J=8.4Hz), 7.34(1H, t, J=7.3Hz), 7.44(2H, t, J=7.5Hz) ) 
7.57(2H, t, J=7.6Hz), 7.59-7. 68(6H, a), 7.76(1H, s), 7.95(2H, d, J=7.4H 
z), 12.28{1H, s) 0 
IR(Or) : 1672CB" 1 . 
Hass(FAB) : i/e 497(M+1) 0 
■p : 225.0-228.0*C o 

<flifc#ll 6 9 ;2-T$S -6-'<>*e>7sH>*-)\'i3)l'^ : £'( fr-l- (fcT 
7xz;i.-4-^;MfM ^>X^ * *V-;i/ (2 3 1) 

N-^>-tf >^;u^-;i/^;i/A^>f ;i/-4-7 7 ^ y -3- (^7xz;i/-4-i'jb 
**\fc7*y) ^>X7^ K (l.500g) (10ml) , 7-bh> (lOffll 

) , 7u**/T> (0.395g) *Jo* % £S-eiOO«BL 50«CT30l^t# L£o 

^oD*;i/Ai:*siraAaB3Lfco (60) , a»u 

IMM-scfccj:!). 2-^^y-6-^>-tf>^^^-^*;uA^<;i/-i- ( 

t7xr;i/-4-^;V^fM ^>X4 ( 2 3 1 ) (0.135s) Zfttz 
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o 

(231) 0«i] 

'H-NMRtDHSO-dG, 6) : 5.32(2H, s), 6.77(2H, s), 7.05(1H, d, J=8.8Hz), 7. 
21(2H f d, J=8.3Hz), 7. 31-7. 38(4H. ■), 7.43(2H, t, J=7.5Hz), 7.58-7.65(6H 
, b), 7.79-7.82(2H, ■). 
IR(KBr) : 1684cffl- , „ 
Mass (FAB) : s/e 483(K+l)o 
up : 352.5-355.0'Co 

<l£Jfe#]17 0 ; 6-^>-tf>^^^-^*^^'^^^-l- (^7z-Jb-4 

-2-n-7D t:;i/^>X^ ^ »j ^ajs (2 3 2) (OS 

&> 

N-^>-tf>x;u*-;i/-4-7^ -/ -3- (t7i-;i/-4-^;Mf^7;; 

) ^>X7; h" (0.300g) ©N, F^^f^A7^ K (2al) h 'Jx 

3^7^:/ (0.060g) hi&lt71- ] )fr (0.084g) £i&Q;i, gfiT1.5B*IS«#L 

>-t? >^;u^-;u-3- (^x-jM-^^f;^^;) -4-7fj;i/7 
^^>X7^ K (0.250g) fcftfc, -ftC. *9J-fr (Sal) h355«R (0. 
50g) fcitnix.* 60-CT3l»Ba#Ufc. 2«»ft*** ^A*jDiTSi6*#± 

-'O-gV^*-;!/*;^^^ ^-1- (t7xrjl,-4->fJM^) -2-n 
-rD^K>X>f S^V-^jbV^A* ( 2 3 2) (0.157b) S»fco 
(2 3 2) <0«£3 

'H-NHKDMSO-dS, 6) : 0.95(3H, t, J=7.4Hz), 1.77(2H, q, J=7.5Hz), 2.82( 
2H, t, J=7.5Hz), 5.55(2H, s), 7.1K2H, d, J=8.2Hz), 7.32-7.38(4H, ■), 7. 
43(21, t, J=7.5Hz), 7.47(1H, d, J=8.4Hz), 7.58-7.64(4H, n), 7.79-7.83(3H 
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, a), 7.960H, s) e 
lR(Nujol) : 1592cm' ' 0 
Mass(FAB) : o/e 548(M+1) 0 
BP : 279.0 -282. 0*Cc 

— Ol>/^) -2-n-'\7'^;i^>X-f ^ V^J-Jl (2 3 3) 

x-/i/~4-'f ;Mx;b7^ y ) ^>X7; h* (0.400g) , h 'Jxf;b7< > (0 
.080g) , t&fc*>?9;<i)v (0.170g) ^£6 — ^>-»?>x;i/^-;u^;b/^^;u 
-1- (U7xi;m-^^^) -2-n-^Tf-;i/-<>X^ ly^J-fr (2 
3 3) (0.232g) l^co 
[*b£r& (2 3 3) cotit*] 

'H-NMlKDMSO-dB, <5) : 0.79(3H, t, J=7.3Hz), 1 . 12-1 . 24(6H, 1.24-1.3K 

2H, b), 1.66-1. 73(2H, m), 2.84(2H, t, J=7.6Hz), 5.58<2H, s), 7.14(2H, d, 
J=8.1Hz), 7.34(2H, t, J=7.6Hz), 7.43(2H, t, J=7.4Hz), 7.52-7.66(7H, b), 
7.75(1H, d, J=8.8Hz), 7.95(2H, d, J=7.6Hz), 8.15UH, s), 12.45UH, s) G 

IR(KBr) : IGSScb-'o 

Bp : 112.0- 117.5*C„ 

--ni/**\no -2-^d □^x;u^>x-i' ^ ;i/ (2 3 4) co^> 

H2£0JJl 7 0z>#&c&v\ N-^>-if>^A^-;i/-4-T^y-3- (tT7 
x-;u-4--r;i/^^;ur^y) (0.300g) , h 'Jx^7w (0 

.060g) ^ jgfc^nnr-fe^ (0.102g) ^£6-^>H?>*;u*-;i,*;i,m^ 
;i^-l- (t7i^-4--f;Mf;i/) -z-^DD^fMvx-i';^/-^ 

( 2 3.4) (0.193g) Zfttzo 
UtS® (2 3 4) ©MS] 
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'H-NMR(DMS0-d6, 6) : 5.10(2H, s), 5.7H2H, s), 7.23(2H, d, J=8.3Hz), 7. 
35(1H, t, J=7.3Hz), 7.44{2H, t, J=7.5Rz), 7.60-7. 66(6H, ■), 7.69UB, t, 
J=7.5Hz), 7.75-7.8K2H, m), 7.98-8. 0K2H, n), 8.16(1H, s), 12.52UH, s) 

e 

IR(KBr) : 1700m- 1 • 
ap : 220. 5-223. 5 - C 0 

V*>*3-)l'<>X4 **V-;u (2 3 5) <Dp&> 
SUt«l 7 0(OSffit:«evv N — ;>-tf>;uu*-;i/-4-7'* y -3- (fcT7 
^>X7; K (0.400g) , h U inf-^T ^ > (0 
.115g) , ttfc* (0.131s) fr66-'<>-b'>^;i/*-^*;i/^ : E 

-;U (2 3 5) (0.183g) 
[fti&tt (2 3 5) ©«M4] 

l H-NMR(DMS0-d6, <5 ) : 3.31(3H, s), 4.72<2H, s), 5.63(2H, s), 7.23(2H, d, 
J=8.3Hz), 7.35(lfl l t, J=7.4Hz), 7.44(2H, t, J=7.5HO, 7.60-7.65(6H, a), 
7.70(1H, t, J=7.5Hz), 7.72-7.79(2H, ■), 7.98-8.0K2H, n), 8.18(1H, s), 

12.50(1H, s)o 

IR(KBr) : lSgOcif 1 ,, 

op : 195. 0-198. 0'C 

-2-i-rDWH>X^^-W^Affl (2 3 6) <D& 

fi£> 

jtlS«l 7 0CD*at«^ N-^>Hf>x;u^-^-4-T^^-3- (t:7 

.-^.^^^^T;;) ^OyO^K (0.400gK h'jxf;i/7;> (0 
.080g) , Mft-f V^'J^ (0.112g) *B»CS*Ufc. fil*Stt*;**> r - 
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^k20XKK*** V *A*jg«©S£Btt£*frU 10»fiir£pH*7fc:BBL 

fee *fatfctsatt6-^>-e>x;u*-;i/*;w^^;u-i- (tr7x-;u-4 
--Oi/j*?-;i0 -2-i-rn tr^vX-f S#V— ;u#'j«>AJfi (2 3 6) (0. 
167g) -e$>ofc e 

[ft-frW ( 2 3 6 ) 

'H-NMRtDMSO-dG, (5) : 1.26(6H, d, J=6.8H2) t 3.25-3. 40(1H, n), 5.58(29, s 
), 7.09{2H, d, J=8.3Hz), 7.32-7,37(4H, a), 7.43(2H, t, J=7,5Hz), 7.48(1H 
, d, J=8.4Hz)> 7.58-7.64(4H, n), 7.79-7. 83(3H, m), 7.95UH, s) 0 
IR(Nujol) : 1592c»-' 0 
Mass (FAB) : n/e 548(M+1)« 
■p : 310.1 -312. 7-Co 

<XittMl7 5 ; 6-^>-lf >^;b^-;u*^M^e-<;i/-i- (t:7x-;i/-4 
-2-7t^;^^^>X^ (2 3 7 ) cd^b£> 

6-^>^>*;u*-;i/£;i/M^;i/-l- (e7xz;i/-4-^;^f^) -2 
-^l/irh-ox^ s*V-;p (0.310s) (5ml) *«K:203takB 

^fb* 'J^ATfcgfS (0.323g) N (2ffil) x ttnTH^fc**-^ (0.123g) £JD 

x.. *a-e2^ia«#ufc. iojc««-cpH5~6k:8Mu tfrffiLfetta^agy, e 

-Ot^fJlO -2-^;i^*^>X^£V-;u (2 3 7) (0.281g) fcfcfc 

e 

[fc£W (2 3 7) ©tttt] 

'H-NM(DKSO-d6, d) : 2.75(311, s), 5.48(2H, s), 7.25(2H, d, J=8.3Hz), 7. 
35C1H, t, J=7.4Hz), 7.44(2H, t, J=7.5Hz), 7.60-7.66(7H, a), 7.68-7.75(2H 
, ■), 7.82-7.99<2H, n), 8.19(1H, d, J=1.6Hz), 12.430H, s) e 
IR(KBr) : 1685cb- j c 
Dp : 218. 8-220. 4*Cc 
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<*fl&0D17 6 ;6 — m s>i*>Z)\,t*-)\ri3)M*4 fr-l- {\±y x -;u-4 
-- oi/*?-^) -2-x^^^>x-{^^-^ ( 2 3 8) cd^> 

x-;b-4-^;^^^;u) -z-^iT'h'OX-r * #V-ji/ (0.240s) fca$ 
<bx?-;i, (0,ii7g) ^t)B-^>-fe*>^>*-;i/*^^ i e^;u-i- (t?!^ 

-4— OMfJlO -2-x^;i/^^*^>X-f ( 2 3 8) (0.225g) £ 

[fl:£tt (2 3 8) ottrtS] 

'H-NMRtDMSO-dB, 5) : 1.39(3H 3 t, J=7.3Hz), 3.37(2H a q, J=7.3Hz), 5.47(2 
H, s), 7.24(2H, d, J=8.1Hz), 7.350H, t, J=7.1Hz), 7.44{2H, t, J=7.6Hz), 
7.57-7.68(811, n), 7.75(1H J d, J=8.4Hz), 7.98(2H, d, J=7.5Hz), 8.15UH, 
s), 12.43(iH, s) 0 
IR(KBr) : 16860a- 1 0 
mp : 125. 5-129. 5°C 0 

<mmmi7 7 ;6 — ;>^>*;u*-;i/*;t/M^;i,-i- (t7x-jH4 
-4;k*2-A0 -2-n-7Dt;W^>X'f ^ (2 3 9 ) (D^$L> 

:c=:;i,-4--OM -2-/;i/*7*h^>X-f ^^y— ;W (0.220g) h30 
ftn-7DK^ (0.ll7g) 3!p66— ^>-b">^;u*-;v*;w^-f (try 
:n-;i/-4~-Ol/*?-;i/) -2-n-7'Dtr;i/^^^>X'f = ( 2 3 9) 

(0.156g) *f»fc. 

[ft£«0 (23 9) CD$&&] 

'H-NHElDHSO-dB, tf ) : 0.97(3H, t, J=7.4Hz), 1.76(ZH, q, J=7.2Hz), 3.29-3 
.36(2H S a), 5.48(2H, s), 7.24(2E, d, J=8.3Hz), 7.35(1H, t, J=7.3Hz), 7.4 
4(2H, t, J=7.4Hz), 7.58-7.7K8H, a), 7.74UH, dd, J=8.5 RVF 1.7Hz), 7.9 
9(2H, d, J=7.7Hz), 8.17UH, s), 12.43(1H, s)c 
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IR(KBr) : 1690cn-'o 
np : 106. 0-111. 5*C 0 
<§SfS0U 7 8 ;S-^>-e>Z)l*-fr%)\,J^<< ;i/-l- (t7x^-4 

-^;Mt-;l<) -2-n-^^-v;uf-^^>x^ ^ ?v— ;u (2 4 0) co^$> 

7 5CDJ5&\im\ S-sOV^ZfrX-MtDls/^j )l>-\- (e? 

^-;u-4-^;u^^;b) -2-^^*rh^>x^ = vv-ji (o.250g) h3£ 
^bn-^^r^;i/ (0.166g) ^t>6-^>-tf >^;u^-;u*;i/^^>r;L/-i- (t7 
x-;u-4-^;i/^^;u) -2-n — ^i/^f-^-^>X-< ^ (2 4 0) 

(0.212g) Zfttzo 

[<t<£® (240) 0»x] 

l H-NHR(DHS0-d6, 6) : 0.82(3H, t, J=7.9Hz), 1. 19-1.33(4H, m), 1.33-1.44< 

2H, m), 1.68-1.75<2H, n), 3.30-3.43(2H, n), 5.48(2H, s), 7.23(2H, d, J=8 

.2Hz), 7.35UH, t, J=7.1Hz), 7.44(2H, t, J=7.6Hz), 7.60-7.75(9H, ■), 8.0 

0(ZH, d, J=7.7Hz), 8.19(1H, s), 12.44UH, s). 

IMKBr) : 1688m- 1 . 

up : 139. 5-141. 0'C(#P)o 

->omt-;iO ^>x^ **v-/i> (2 4 1) (d£j&> 

N-^>-t?>yUi/*-;i/-4-7^ > -3- (tT7 x -;u-4--f ;m t-^t^ v 
) -i>X7; K (0.400g) t&m (2iD ©S6»*90-C-e3KB«#Ufc. ej& 

^ *V-Jb (2 4 1 ) (0.243g) 
(241) 

'H-NffitfDMSO-dS, 6) : 5.60(2H, s), 7.35(1H, t, J=7.2Hz), 7.39(2H, d, J=8 

.2Hz), 7.44(2H, t, J=7.6Hz), 7.61-7.77(9H, a), 8.00(2H, d, J=7.7Hz), 8.2 



WO 97/24334 



PCT/JP96/03858 



192 

6(1H, s), 8.66(IH, s), 12.5(lH f s)o 
IR(KBr) : 1683cm- ' e 
op : 141.5-143. 6-Co 
<£MW1 8 0 ; 1- (4-^>y;i/tf*v^>:y;i0 -2-^^-6- [ (2 

-tru^;i/^^;u) *;w^>f;b] ^>x-f^^ (2 4 2) <d-&&> 
N- (2-t'j^;MfM -^-T^^T^y -3- (4-^>x;i/^-^>^ 

>v;i/T^y) ^>X7; K (0.434g) tctf& (4nl) fcx*^-;u (8al) $ftn 

t^y^>^M -2-^f*;i/-6- [ (2-tr y ^;i/jtf?-;W *;u/^-op] ^ 
>X>T ^ (24 2) £0.375g&fco 

(2 4 2) CD«M4] 

l H-NMR(CDCh, 6) : 2.59(3H, s), 4.78(2H, d, J=4.8Rz), 5.0HZH, s), 5.31 
(2H, s), 6.89(2H, d, J=8.7Hz), 6.99(2H, d, J=8.6Hz), 7.21(1H, dd, J=5.1 
£tf 7.4Hz), 7.29-7.42(6H, m), 7.62UH, br t), 7.65-7. 75( 3H, n), 7.98(1H 
, s), 8.57UH, d, J =4.1Hz) 0 
IR(iBr) : 1640ca" J o 
op : 169.0-170. 0*C, 
<mmmi 8 1 ;2-jt?)l-l- (3, 4-**l/>^**>'^>v;u) -6- 

[ (2-truy;M^;i/) iDu^n/} ^ W-ji (2 4 3) 
> 

N- (2-K'JS;w^) -4-7-1:^7^-3- (3, 4- ;< ^1/ >> ; ;** 
>'^>y;^7^) ^VX7; K (0.490g) £»» (2ml) (5al) 

*iinjt, 70 , c-e8RfiB*#tfco «Ea«bT:f»6nfc«asi/i;*y;i/3b7A 
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3, i-*f-\s>ss**i"*>i?)],) -6- [ (2-e<jy;Mf-;iO xjw^m 

1 ^>X^*V-;V (2 4 3) *0.270gf»fc. 

(2 4 3) CD«£] 

l H-NHR(CDCh, (5) : 2.59(3H, s), 4.78{2H, d, J=4.8Hz), 5.28(2H, s), 5.93 
(ZH, s), 6.5K1H, d, J=1.6Hz), 6.55(1H, dd, J=1.4 RU 7.9Hz), 6.72(2H, 
d, J=8.0Hz), 7.22UH, dd, J=6.7 R& 5.0Hz), 7.34(1H, d, J=7.7Hz), 7.62( 
1H, br t), 7.67-7.75(3H, ■), 7.96(1H, d, J=l.lHz), 8.58UH, d, J=4.9Hz) 

o 

IR(KEp) : 1637cin- J e 
■p : 190.5-192. CTC 

- [4- (1, 2, 3-f7y77-;i/-4-^H ^>^;i/] ^>X>f * *>V-;i/ 
(2 44) co£j£> 

m^mi soo%m\zm\ n- ^-^j^vm^) -4-7-tef-;vr$>> 

-3- [4- (1, 2, 3-^7^T7-;U-4--f;U) -O^VT^] ^>X7^ 

F (o.sog) i?e2-^^;i/-6- [ (2-eu^;i^/^;i/) *;w^-f;i/] -l- 
[4- (i, 2, s-^^T^-^-^-ni/) ^>^;i/] -t>x-r^^y-;i/ ( 

2 4 4) (0.33g) Zfttzo 
Ut£® (2 4 4) 

'H-NME(CDC1 3 , 6) : 2.58<3H, s), 4.58(2H, d, J=5.9Hz), 5.62<2H, s), 7.24 
(IB, dd, J=7.3 SIT 5.0Hz), 7.28-7.33(3H, a), 7.64(1H, d, J=8.4Hz), 7.73 
(1H, dt, J=7.7 StF 1.6Hz), 7.81(1H, dd, J=8.4 1.3Hz), S.10(1H, d, 
J=8.2Hz), 8.13(1H, s), 8.49(1H, d, J=4.2Hz), 9.04OH, t, J=5.9Hz), 9.58( 
1H, s). 

IR(KBr) : 1642CB" 1 . 
ap : 216.0-217.0*Co 
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<HISW18 3 ;6 — ;>Hf>^;u*-;u*;u^x-f (2, 4->7;i/t 

□ ^>v*;U) l¥"J-)l> ( 2 4 5) 

N-^>-tf>^;i/^-;u-4-7'-bf-;w7'^>'-3- (2, 4-y7;i/5i-D^>i; 

-c>X7^ K (0.370g) £10*J£5£ (3.3g) . J-)\, (6nl) N * 

(4*1) ©iI£?§&Ciga>U £e>£35X£& (0.5g) =&AD^T60-C-r3^F^tt^ 
Lfcc 20^^7K^*U^A7k^^iDX.Tx 10%SK 
T-pH5~6S;:38Sbfco #rtfib*:&g£i£^ &&TZ?-tlz£t)^ 6--<>-tf > 

( 2 4 5) ^0.182gf^fco 
(2 4 5) CD^] 

'H-NMR(DMSO-d6, d) : 2.53(3H, s), 5.56(2H, s), 6.95-7.01(lH, m), 7.04(1 
H, dt, J=8.7 RV 1.4Hz), 7.32(1H, dt, J=10.7 RTT 2.1Hz), 7.59-7.66(3H, 
m), 7.68-7.74(2H, a), 8.00(2H, d, J=8.1Hz), 8.13(1H, s), 12.43(1H, s) e 
IR(KBr) : 1686cm- 1 o 
a»p : 234.5-235.5-C(#j5¥£fl^)o 

<%Mmi 8 4 ; 6-^>^">;OW*-;L,;fci;i,;^-f ;i/-l- (t:7x-;U-4 
-^;M5r;t<) -2-7xz;i^>X^;^;-^ (2 4 6) <0^m> 

N-^>^>x;u*-;i/-4-7^y -3- (t7i-^-4-^;Mf;b?U 
) ^>X7a K (O.SOOg) ON, N-^^*;^^ K (5nl). h U x 

(0.115g) fcaft'OVZ-T^ (0.200g) ftj&Qjifc. £«-C15B9MlB# 

7Z;-Z- (t7x^H-^Mf;V7^) ^>X7^ k<b*i«s» (0. 
393g) Z'&tzo zn*£MM 1 8 3<Dfi&£.£r>X, 6-^>-tf >x;i/*=;i/;fr 
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-;u (2 4 6) (0.270g) tzgfebfco 
[fti^tt ( 2 4 6) coftrtS] 

'H-NMR(DHS0-d6 t * 6 ) : 5.70<2H, s), 7.07(2H, d, J=8.2Hz), 7.32-7.37(18, n 
), 7.43(2H, t, J=5.7Hz), 7.53-7.58(2H, a), 7. 58-7. 65(7H, a), 7,68-7.72(1 
H, a), 7.77(2H, dd, J=7.5 1.5Hz), 7.81-7.83(2H, a), 7.98-8.02(2H, n 
), 8.22{1H, s), 12.47UH, s). 
Ii(KBr) : ^Oca' 1 ., 
up : 138. 5-139. 5°Cc 

<^Jfe#!18 5 ; 6-^>-t£ >Z)l**-)l,ti)Wi : £<( Jl>-Z~ (2- 
~ hD^>y» ^>X-Y ^V-Jl/ (2 4 7) CD£j#> 

^Mm l 8 3©35r3*t:fset\ N-^<>^>x;u^^;i/-4-T-fef-;i/r^ y -3 
- (2--FD^>y;i/7^;) ^>X7^ F (0.79g) 5 6 

(2 4 7) (0.237g) 

(2 4 7) <Ofe£] 

'H-NKRfDMSO-dS, 6) : 2.48(3H S s), 5.0K2H, s), 5.93(2H 3 s), 6.28-6.30(1 

H, ■), 7.55-7.62(4B, b), 7.64-7. 74(3H, i), 7.97(2H, d, J=8.0Hz), 8.10(1H 

, s), 8.22-8.28(lH, a), 12.39UH, s) 0 

IE(KBr) : 1686CB- 1 ,, 

•p : 269. 5 - 272. 5(#S?£#?) 0 

<^teW 18 6; 6-^>-£>Z)l*-Jli:)l^^E-( )l-2- jLt-JI<~1-^> 
Vfr'OXJ KtTV-fy (2 4 8) CD^> 

-^>yjb7;y^>X7; K (0.38g) #66 — *>*>*;i,*-;i,3b;i/M^ 
^-2-^f;b-l-^>y;W>X^ l^J-fr ( 2 4 8) (0.222g) £®fc 0 
[fb^J (2 4 8) fiMM£] 
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'H-NHRfDHSO-dB, 6) : 2.54<3H a s), 5.55(2H, s), 7.12(2H, d, J=7,9Hz), 7. 

28(1H, t, J=7.3Hz), 7.34(2H, t, J=7.0Hz), 7.61-7.66(3H, m), 7.69-7.76(2H 

, m), 8.00(2H, d, J=7.9Hz), 8.18(1H, s), 12.43(1H, s) 6 

IR(KBr) : 1695cb-'„ 

ap : 260.0-262. 0°C(#j#£#-5)o 

<mmmi 8 7 s 1 88 ; 6-^>^>^;i/^-^^^^^^;w-2-/^;w- 

1- (4-rha^>y» -*>X-f StrV-)l (2 4 9) &tf6— Otf>x;t/ 
*-;n3b;w^>( }\,-2- (4-- h o^>i/';v) ^>X-f = 
;V#'J£Ai& (2 5 0) cr)£fifc> 

Hite^i 8 3©*atav\ N-^>-tf>^;v^-;b-4-r-bT-Ar^y-3 

- (4-rhD^>y;i/7U) ^>X7^ K (0.505g) 3^€>6-^.>4f >x;u* 

^;i/*;w^^;w-2-/^;^-l- (4-- h d^> 'ox* **v— 

(2 4 9) (0.255b) S«fitl/«fe. &tz, &m*&mT Z Z fcC * 06-^ 

s jTvT-^dbU^Att ( 2 5 0) (0.136g) &£A LTf§fc. 
[<b£«l (2 4 9) Otttt] 

'H-NMRtDMSO-de, 6) : 2.50(3H, s), 5.70(2H, s), 7.30(2H, d, J=8.7Hz), 7. 
52(2H, t, J=7.6Hz), 7.57(2H, d, J=8.3Hz), 7.76(1H, dd, J=8.4 RV 1.4Hz) 
, 7.92(2H, d, J=7.3Hz), 8.05(1H, s), 8.20(2H, d, J=8.7Hz), 12.43(1H, s) 

o 

Ift(KBr) : 1686cb _i o 
■p : 164.5-167. 0"Co 
[fls6H& (2 5 0) CDfefi] 

'H-NMRtDMSO-de, 6) : 2.51(3H, s), 5.68(2H, s), 7.28(2H, d, J =8.5Hz), 7 
.32-7.4K3H, b), 7.46UH, d, J=8.4Hz), 7.78-7.86(3H, b), 7.91(1H, s), 8. 
20(2H,. d, J=8.5Rz)o 
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IR(KBr) : 1594m" 1 . 
< ^ifiCT 18 9 ;6 — v>-tf >^;w*=;U*;UM^E-f (4-^>i/^# 

-2-^f-;^>x-r itrv-)v (2 5 1) cd-&j*> 

Ail (0.500s) \ 4-^>S/;i/*+^>^;i/ (0.470&) % »J 
^A7kS& (0.925g) SOT, N-y7fWil/A7= h* (3nl) CDS-&**90 - C 

■A : *«x^/^^y-;v=9/l ) "CWRT 5i fc fcJ: tK N-^>*>x 
;i/*:i;i,-4--7-fe?-;i/7'* y -3- frtt'OV)),?* j) -<>X 

, 6«^>-f>^jv^;u*;w5x-f;i/-l- (4 — ^iSfrttSs+ottju) -2 
-**fr**.>X4 XW-fr (2 5 1) £0.160gf3fco 
[ft^tt (251) CDfctt] 

'H-NMRlDMSO-de, 6) : 2.54<3H, s), 5.05(2H, s), 5.44(2H, s), 7.09(2H, d, 
J=8.7Hz), 7.32(2H, d, J=7.0Hz), 7.29-7.44(5H, n), 7.58-7.67(311, a), 7.6 
8-7.75(2H, a), 7.79-8.02(2H a ■), 8.18(1H. s), 12.46(1H, s). 
IR(IBr) : 1685m- 1 , 
■P : 111.0-114.0-Cc 

<mmmiso ; 2-^^-5- [ (^-^u^m^ao ^ 

>X-f S *V-;u (2 5 2) CO^> 

(l.OOg) fclM (8al) hx*y-;u (12ol) vm&mzlV^V^ u/ 
m (0.10g) SID** **#HST, 8(TCTWIB«ftbfc. @{*£*9JU IB 

^^tCJ: 2-^x^-5- [ (2-b^'J> ; ;i'^^) -ox>r 
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(2 5 2) (0.57s) 
( 2 5 2 ) ©«ft] 

'H-KMRfCDCb, tf) : 2.52<3H, s), 4.59<2H, d, J=5.9Hz)> 7.26(1H, dd, J=7. 
1 RXf 5.1Hz), 7.33(1H, d, J=7.8Hz), 7.50UH, d, J=8.4Hz), 7.72-7.78(2H, 
■), 8.08(1H, s), 8.5K1H, d, J=4.8Hz), 9.04(1H, t, J=5.8Hz) ) 12,44(1H, 

S)o 

IR(KBr) : 1641cm -1 . 
■p : 212. 0-215. 0'Co 

<nmmi 9 1, 19 2; i-^>*>a;i/*x;i/-2-*2-;v-6- [ (2- tr 

*;w*=e«r;lO ^>X^ ^/-JU ( 2 5 3) &tfl — OHf>* 
;u^-;b-2-^^;i/-5- [ (2- 1: U i^M^) *;W^^J1/] ^>X4 * ^ 
(2 5 4) ©£j£> 

l.OOg) Cv£DP;<*> (lOnl) £ h "Jxf-;i/T ^ > (0.760g) ^rfiOx.. 
ttHt*>-K>;ui^x;U (0.994g) SSTUo 3WIHflH*Lfc«* 

) -TIHW-Sk, 1— <>-tf>^;U^-^-2-^^-6- [ 

;v) *;wvE-Ob] ^>X-f ^ yv-;vi:l-^>-fe*>x;u^-;u-2-/^;w- 

: |»x^;i//^#-/-;u=100/3) TJMS-rscfctiiK i4*oi-'<>-e> 
y^-fr (2 5 3) £0.550g. ffltt©l-^>-e>^^*-^-2-^^-5- [ 

(2-evy;M^;iO *;i//^-f;v] ^>X-f (2 5 4) £0.540g 
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(2 5 3) 

'H-NMRfCDCh, 6) : 2.84(3H, s), 4.8H2H, d, J=4.8Hz), 7.24(1H, dd, J=5. 
1 Xtf 7.3Hz), 7.37UH, d, J=7.7Hz), 7.53(2H, dd, J=7.9 &tj 7.5Hz), 7.6 
3-7.74(2H, n), 7.85(1H, dd, J=8.4 Slf 1.2Hz), 7.97{2H, dd, J=9.6 1 
,1Hz), 8.58-8.6K2H, ■). 
IR(KBr) : 1636cm- 1 D 
mp : 163. 4-164. 3*C<, 
[flS^« (2 54) OWS] 

'H-NfflKCDCh, 6):2.83(3H, s), 4.78(2H, d, J=4.7Hz), 7.23(1H, dd, J=4.9 
8.6Hz), 7.34(1H, d, J=7.9Hz), 7.53(2H, dd, J=7.5 RV 8.4Hz), 7.64- 
7.75(3H, ■), 7.91-7.96(3H, n),8.10(lH, d, J=9.1Hz), 8.14(1H, d, J=1.3Hz) 
, 8.56UH, dd, J=4.9 RXI 1.0Hz) o 
IR(XBr) : 1657cm- 1 , 
ap : 88.3-91. 3*C C 

<nmm \ 93, 194 ; 2-^^-1- (4-zhD^>^) -s- [ (2 
-tru^M^io *;w^-<oi/] sry—fr (255) &if2-^f- 
(4--hD^>i;;v) -5- [ (2-eus?;M*7iO *;w^-f;u] ^ 
>x-r $ ( 2 5 6) (D^&> 

2-^^;u-5- [ (2-eyy;Mf)i/) *;w*t-f/u] 'ox-f ;i> 

(3.56g) £N, N-^^f;i/^A7^ K (lOni) > *fc4-= Ma^>$;;i/ (3. 
24g) h 'J £ A (2.52&) £iD*x 80"Ce2ftH2ID«kLfe. 

7^D7HT77-f- : tfg*x?;v/**y-;v=4/l) -£*S£UT 

2-**\n/-i- (4-- hn^>i;;i/) -6- [ (2-tru^;v^x;p) *;w^e 
>f;v] ^>x-f ^^y-;uav2-p«^-i- (4--ho^>^n -5- [ ( 
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2-trus;;M?\oo tow**)),] *>x<{ ttry—jwm&to&ftfca 
;i///^^-;u=85/i5) teiifift^ML, *6t:mni>DDt^ 
4-- Fd^>s;m -6- [ (2-trv^;u^^;u) fcjwt^'Oi,] ^>x-f * 

#V-;i< (2 5 5) £1.37g, 2-^^;i/-l- (4-zhD^>y» -5- [ (2 
-¥Vi?)l>Al-)l>) £;wi^;u] ^>X-Y ^£V-;w (2 5 6) £l.l9g»fc 

o 

(2 5 5) CDfttt] 

'H-NMRtCDCh, <?) : 2.59(3H, s), 4.77{2H, d, J=4.8Hz), 5.48(2H, s), 7.09 
(2H, d, J=8.7Hz), 7.22(1H, dd, J=7.2 RXf 4.9Hz), 7.33(1H, d, J=7.8Hz), 
7.66-7.70(2H, a), 7.73(1H, dd, J=8.4 RT? 1.5Hz), 7.78(1H, d, J=8.4Hz), 
7.9K1H, d, J=1.2Hz), 8.15-8. 19(2H, a), 8.56(1H, d, J=4.6Hz)o 
IR(Or) : 165200^0 
mp : 116.l-119.rCo 
[fti6* (2 5 6) 4>»tt] 

'H-NMRfCDCh, 6) : 2.59(3H, a), 4.79(2H, d, J=4.8Hz), 5.46(2H, s), 7.17 
-7.24(4H, a), 7.35(1H, d, J=7.8Hz), 7.69(2H, dt, J=7.6 1.7Hz), 7.83 
(1H, d, J=8.4Hz), 8.19(2H, d, J=8.6Hz), 8.26(1H, d, J=1.3Hz), 8.57(1H, d 
, J=4.8Hz) 0 
IR(IBr) : 1634ca-' 0 
ap : 203.7-206. 3'Co 
<$mmi 9 5, 1 9 6 ;Z-**)l,-l- (2-7 x ~;ux^;u) -6- [ (2 

;i>-l- (2-7i-jHfiH -5- [ (2-£V i^M^u) jb;u/^-f^] ^ 
>X-f (2 5 8) co^> 
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) a^^-oi/] (2.oog) t3i>fc7i*fji/ us.og) f? 

&2-*?-;V-l- (2-7x-^xf\>t0 -6- [ (2-t:'JyjMfil/) 

-<>X^ XW-fr ( 2 5 7 ) (0.30s) £:2-^;i/-l- (2-7x- 
;ux^;iO -5- [ U-bD^M^iO *;u;^-f;b] ^>X^ * ^v/-^ ( 
2 5 8) (0.23g) Zmtzo 
( 2 5 7) CD»4] 

l H-NMR(CDCh, c5) : 2.17(3H, s), 3.10(2H, t, J=6.8Hz) I 4.35(2H, t, J=S.8 
Hz), 4.82(2H, d, J=4.8Hz), 6.92-6.97(2H, a), 7.21-7.28(4H, a), 7.38(1H, 
d, J=7.8Hz), 7.78UH, br t), 7.68-7. 73(3H, a), 7.98(1H, d, J=0.9Hz), 8.6 
0(1H, dd, J=1.0 RJJ 4.9Hz) 0 
IR(neat) : 1633cb~' 0 

[fc-&» (2 5 8) <D®m 

'H-HMUCDCh, <5) : 2.19(3H, s), 3.08(2H, t, J=6.8Hz), 4.35(2H, t, J=6.8 
Hz), 4.8K2H, d, J=4.gRz), 6. 91-6. 96(2H, n), 7. 19-7.26(4H, a), 7.31(1H, 
d, J=8.4Hz), 7.36(1H, d, J=7.8Hz), 7.64-7.73(2H, a), 7.85(1H, dd, J=1.7 
2SIT5 8.4Hz), 8.19(1H, d, J=1.3Hz), 8.58(1H, d, J=4.0Hz) o 
IE(neat) : 1643CB-'. 
K*. 

<«MS1 9 7, 1 9 8 ; 1- (2, l-V? )\>*u^>V)\,) -2-^;i/-6 

- [ jb;w*t-f ;u] *>X4 (2 5 9) rvi 

- (2, 4~i/7)\,*n'<>P)i) -2-/^^-5- [ (2-£<;^;M^;w) t> 
;i^veY;i/] "OX-f (2 6 0) £>£f£> 

1 9 3, 1 9 4©^S«K 2-^x;u-5- [ (2- £ U 5?;M?-;u 
) jb;w^-ou] /^>x-f (l.OOg) fcAft2, 4-^^;u2fD^>i; 
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)v (l.OOg) fr&i- (2, 4-^7;u^d^>^) -2-^;u-6- [ (2-t: 
£;w^-<;i,] -^>x-f ( 2 5 9 ) (o.25g) fci- ( 

2, 4-S/7;i/^-D^>S/;i/) -2-/^-5- [ (2-£U £;u;^ 

'OX-f^^ (2 6 0) (0,25g) Zfttz* 
Lit-ii® ( 2 5 9) 

l H-NKR(CDCl 3l 6) : 2.62(3H, s), 4.78(2H, d, J=4.7Hz), 5.38{2H, s), 6.73 
-6.79(2H, m), 6.88(1H, t, J=10.0Hz), 7.24(1H, dd, J=7.3 RXf 5.1Hz), 7.3 
5(1H, d, J=7.8Hz), 7.67-7. 76(4H, n) f 7.97UH, s), 8.58{1H, d, J=4.4Hz) 0 
IR(XBr) : 1642caf l o 
up : 98.0-104.0-C. 
[ft** (2 6 0) <0«S] 

'H-NMRCCDCh, 6) : 2.62(3H, s), 4.79(2H, d, J=4.7Hz), 5.35(2H, s), 6.72 
-6.8M2H, a), 6.89(1H, t, J=9.8Hz), 7.22UH, t, J=6.2Hz), 7.28(1H, d, J= 
8.4Hz), 7.34UH, d. J=7.8Hz), 7.63-7. 71(2H, ■), 7.83(1H, d, J=8.4Hz), 7. 
97(1H 5 s), 8.57UH, d, J=4.7Hz)o 
IE(KBr) : 1647CB-'. 
up : 143.5-144. 0°C o 
<*1S«1 9 9. 2 0 0 ; 1- [i-TZS'OV)!') -2-**JV-6- [ (2 

-^y^-fW /i/] "OX-f xrv-fr (2 6 l) svi- (4- 

>X-f ^ *V— ^ (2 6 2) <DS&> 

*-f;iO ^>X>f ^^^-;i/t2-y^;i/-l- (4--bn^>s?;i/) -5- [ ( 
2-fc: t J^;u^^-;w) an^^-ov] ^>x^f ^y^— ;v©a-&* (2.32g) 

$ J-)\s (30al) kSX^^A/j&ifc (0.20g) fctfllAx **SH«T 
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85/15) T»HU 1- (4-7;^>y» -2-**;i,-6- [ 

-/^;i/-5- [ U-eu^M-^u) ^>x-f $*V-;i/feft 

ttBk »E*T3;:i:K:«fcD* 1- (4-7*>"<>S?;U) -2-^^-6- [ (2 

-tryy;i/ j* a;w«*f;u] -ox* ( 2 6 1 ) (0.354g) & 

rn- (4-T^y-oy;iO -2-^^-5- [ (2-t:yy;M*\no 
*>r;iO ^>xw (2 6 2) (o.330g) 

Wfc^tt (261) Otttt] 

l H-NHR(CDCh, 5) : 3.00(3H, s), 4.98(2H, s), 5.88(2H f s), 7.55(2H, d, J 
=8. 6Hz), 7.69(2H, d, J=8.6Hz), 7,90(1H, d, J=8.6Hz), 7.96(1H, dt, J=7.1 
RTF 0.6Hz), 8.12UH, J=8.0Hz), 8.18<1H, dd, J=8.5 RTF 1.4Hz), 8.55UH, 
• dt, J=8.0 RTF 1.7Hz), 8.62(1H, d, J=l.lHz), 8.77{1H, dd, J=5.9 RTF 1. 
lHz) c 

IR(KBr) : 1643cm- 1 „ 
ap : 180.0-181. 0*C o 
[<t&to (2 6 2) 

'H-NMRttDCh, 6) : 3.00(3H, s), 5.0HZH, s), 5.83(2H, s), 7.47<2H, d, J 
=8.5Hz), 7.78(2H, d, J=8.5Hz), 7.78(1H, d, J=8.9Hz), 7.97(1H, dt, J=7.2 
RTF 0.7Hz), 8.130H, J=8.1Hz), 8.15UH, d, J=8.9Hz), 8.5K1H, s), 8.55( 
1H, dt, J=7.9 RTF 1.6Hz), 8.77(1H, d, J=5.8Hz)e 
IR(KBr) : 1639, 1612m- 1 . 
Bp : 168.0-171. 0*C o 

<!aSW2 0 1 ;1- [4- ('<>l>>7>)V*~n'7$ J ) ^>>?;i/] 
^;u-6- [ (2-tru^M^-;i/) tuw^Jfrl ^>x*f ;u (2 6 3 
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^-f^] 'OX-f S iPV-JW (0340g) cD£DD*;i>A (10ml) &&£h»;a:^ 
;U7^> (0.185g) ttMt^s & (0.210g) g£T8l$SI 
a^bfco AftflniSJStffJtU ^DD^;i/AttiBUfco *fSl£*& (30 

BKif;^^ -^=100/0-4/1) ■eautacfcfc.fcD, 1- [4- (^ 

) *;w*t*f;i/] ^>X>f KW-fr (2 6 3) fc0.300g»fc a 
( 2 6 3) ©tttt ] 

l H-NMR(CDCl 3 , <5) : 2.53(3H, s), 4.78(2H, d, J=4.8Hz), 5.28(2H 5 s), 6.90 
(2H, t, J=8.6Hz), 6.99(2H, d, J=8.5Hz), 7.1H1H, s), 7.23(1H, dd, J=5.5 
fitf 7.2Hz), 7.34(1H, d, J=7.7Hz), 7.40(2H, t, J=8.1Hz), 7.50UH. t, J=7 
,5Hz), 7.66-7.74(6H, n), 7.92UH. s), 8.56{lH f d, J=4.8Hz) c 
IR(XBr) : 1642CB" 1 , 
ap : 204. 4-206. 5'Cc 

<Hffi#J2 0 2 ; 6-^>-t?>*;b*^U7 ^ ^^f-^-l- (2-£dd^> 
-2-^^;i/^>X-f ZW-to (2 6 4) (D^tf> 

^>-tf>;^*>&TS K (0.667g). <DN, F^^fWWT^ F (Sal) 
&&K60X*&fc^HJ£A (0.127g) v taa-CJDA, l»B«#b&. c^Cl 

Bfi (0.648g) £»T-ei8»Hit#bfcc RJBMCTkSlDiSiE*^ 

*JM -Z-*W>>X<( ZW-to (2 6 4 ) £0.240gf#fco 
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(2 6 4) 

l H-NHR(DMS0-d6, 6) : 2.42(3H, s), 4.02(2H, a), 4.02(2H, n), 5.44(2H, s) 
, 6.36<1H, d, J=7.7Hz), 7.03(1H, d, J^AEz), 7.18(1H, s) f 7.21UH, t), 
7.33(1H, t), 7.59-7.43(5H, n), 7.73(2H, d, J=7.5Hz), 8.0811H, s). 
IR(KBr) : 1522cm- 1 e 
IP : 164.5-167.0-Co 
<nMm2 0 3 ;1- (tT7x:i;U-4--f;M^;i/) -2-^;t>-6- [ (2 

- 1: y t*;j ^>xy ^ (2 6 5) ©6jft> 

^V/«-;i/ (0.597g) M^'J^A (0.350g) CON, N-2^*;MVUA7 S K ( 
3ml) ^fSttc2-T^y^^^t:U^> (0.372g) fciffliu 60"C7f2iSH«»Lfc 
a *fcH«x*ji,£iD*attJU £Wl£7k£ (20) Ufco S«£*«SB*L 
Tf^f;SS^yUM^7A^D7h^77>f- (&&& : £nn*;v 
A/^^y-ji/=9/i) -e»liu ^x^;ui:-s^^>cD^^ip6^^B B e 
T^CtCiDs 1- (t:7x-^-4-f;MrJb) -2-^Jl/-6- [ (2- 

evs>;M^;u) r^y^t^^] ( 2 6 5) £0.300g»fc o 

[ft** (2 6 5) <D^t£] 

'H-NMEUCDCh, <5) : 2.57(3H, s), 3.9K2H, s), 3.93(2H, s), 5.35(2H, s), 
7.08-7.14(3H, ■), 7.23(2H, d, J=7.3Hz)/ 7.30-7.35(2H, i), 7.4H2H, t), 7 
.50-7.55(411, ■), 7.57(1H, dt, J=1.8 £tf 7. fife), 7.68(1H, d, J=8.1Hz), 8 
.53(1H, d, J=4.9Hz)o 
IH(KBr) : 1618csf \ 
ip : 104.5-106. 0-Co 

<fU60i]2O4 ;N-^>-B>a;i*-;i/-3- [1- (2->dd^>^) - 
2-*t)1^>xj ^ *V-;i/-6->r;i/] 7d e*>:7> * k ( 2 6 6) <d^&> 



WO 97/34334 



PCT/JP96/0385S 



206 

"J-)l-S-72 U^7^ K (0.607g) (D^tS-fr (150ml) §&(C5X^5 i/t? 

k/fcfk (o.soog) *i&tl, &&%®%t. ^u-c4z^?mn\,tzo m&zmii 
>-b" >^;v*-;i/-3- [l- U-^dd^vv^) -z-*3-)v*>x<< * ^ 

^-;i.-6-^;u] rot:^>T^F ( 2 6 6) (0.250g) &&fc 0 
( 2 6 6) ©tM4] 

l H-NMR(DHSO-d6, ff) : 2.45(3H, s), 2.52(2H, t), 2.78(2H, t), 5.37(2H, s) 
, 6.88{1H, d s J=8.4Hz), 7.08(2H, d, J=7.4Hz), 7.22-7. 34(3H, a), 7.36(1H, 
t, J=8.1Hz), 7.55<2H, t), 7.67UH, t), 7,B4(2H, d, J=7.6Hz), 12.04(1H, 
br s) 0 

IWKBr) : 1715cfl-'c 
Mass(FAB) : n/e 468(M+l)o 
Bp : 229. 8-233. 0*C 6 

(1, 2, 3-f7y7V-^-4-^M ^>X-f ^#V-;U (2 6 7 

) £>^fi£> 

8 30£&£&V\ N-^>-tf >^;i/^-^-4-7'-tr5 L ;i/T^/-3 
- [4- (1, 2, 3-f7y7V-;i/-4-^;H ^>^7U].^>X7^ K 
(0.382g) ^^6-^>^>^;U^-^^^^"c^^-2-^^^-l- [4- (1. 

2, 3— T-TS/rV— ;u-4--oiO 'os^'l ^>x-f ( 2 6 7) ( 

0.279g) ft»fc. 
[ft^tt (2 6 7) ©Wft] 

'H-NMRfDHSO-de, 6) : 2.56(3H, s), 5.62(2H, s), 7.28(2H, d, J=8.2Hz), 7. 
58-7.630H, ffl), 7.67(111, t, J=7.3Hz), 7.74UH, dd, J=8.5 RlF l.ZHx), 7. 
99(2H, dd, J=8.4 fiV L2Hz), 8J0(2H, d, J=8.2Hz), 8.19(1H, s), 9.58UH 
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, s), 12.47(1H, s) c 

IR(KBr) : 1617, 1556w-'. 

dp : 258.5-260.0X(#ft¥£#-5)«> 

<nmm2 0 6 ; 1- [Z-^un^y^M -2-^;v-6- (8-*V 'J > 
x;i/*-;u*;w\x>f;iO ^>X>T U£AJ£ ( 2 6 8) ©£t£> 

H&fll 1 4 1 6-^;v^^p>-l- (2-^DD^>i7;H -2- 

^;i/^>X>f l^V'-fr (0450g) N N, N'-*;i/tf-;UW ; *V-;i, <0485 
g) > %-*cJ 9 >X;U^>7* ^ K (0.625g) , S^Tif tr^^D^>7=-fe> (0.45 
7g) 1>e>\- (2-^dd^>>?;u) -2-^^;i/-6- (8-*,/ 'J >*;u*-;i> 
A^'fM ^>X^^V-;^h'J^AJ^ ( 2 6 8) (0.400g) £*§fco 
Cft6» ( 2 6 8) ©«M4] 

'H-NMRfDMSO-dS, (5) : 2.42(3H, s), 5.48(2H, s), 6.32(1H, d, J=7.7Hz), 7. 
17(1H, t, J=7.5Hz), 7.30{1H, t, J=7.7Hz), 7.42(1H, d, J=8.4Hz), 7.48(1H, 

dd, J=4.2 8.2Hz), 7.53UH, d, J=8.0Hz), 7.64(1H, t, J=7.7Hz), 7.79 
(1H, d, J=8.5Rz), 7.88(1H, a), 8.04(1H, d, J=8.1Hz), 8.33-8. 37(2H, a), 8 
.85(1H, dd) 0 
IR(IBr) : 1594CB-' a 
Mass (FAB) : a/e 513(M+1)« 
ip : 348-3S2 - C(^j*ft#'3)o 
<H*S#I2 0 7 ;6- (4- >7s)^-)Vi3)^n=b^ )i) -1- 

(2-^dd^>^) -2-y^;^>X>f IW-JIJ- h \) £A£ (2 6 9) 

SOSm 4 1 0*ffifc:«ei\ 6-*;i/***>-l- (2-^DD^>^) -2- 
^JU'OX-f S^V-Jl/ (O.450g) , N, N* - iiftft—JUi/j I ;i/ (0.4 
86g) , 2-t-^>Vy*)l*>7K K (0.640g) , V?V tTi/£ d V^-b > 
(0.657g) £>e>6- (4-t-^;i/^>-lf>^;W^-;i/*;u;^^;i / ) -1- (2 
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-£dd^>s;;i,) -2-y^;u^>X>f b 'J^Affi ( 2 6 9) (0 

.280g) Z&tio 

( 2 6 9 ) <0Wt1 

'H-NMHtDHSO-dS, 6) 1.25<9B f s), 2.46{3H, s), 5.51(2H, s), 6.37(1H, d, J 
=7.7Hz), 7.18(1H, t), 7.3K1H, t), 7.34{2H, d, J=8.4Hz), 7.44(1H, d, J=8 
.4Hz), 7.54(1H, d, J=8.0Hzh 7.69(2H, d, J=8.5Hz), 7.78-7.82(2H, 
IR(KBr) : 1596W 1 . 
Mass(FAB) : m/e 518{M+1). 
bp : 359.5-362*Co 

<iM2 0 8 ;6-^>^>x^^-;u*;v^ : E-r;u-2-^^;i/-i- [4- 

( h U7Woy^) ^>X-f;^-;i/ (2 7 0) 

H2e09 3 2©^acttw N — >x/b*-JU-4-r-fe*-;ur*v-3- 

7;;-i>X7; K (O.SOg) t$tlt 4- ( h >J7WD^f^) (0.4 
18g) N — i>1i>7 % n,it*-)\>-*-T J &*)V7\J-Z- [4- (HJ7;u 

*o,*^;v) ^>xr^ K (o.30g) o&JMgtt&ftfe. -ti 

tCct D6-^>-tf>^;i/^-;i/>b;w^^;p-2-^^;i/-l- [4- (HJ7;i/* 

D*x») ^OS^U] ^>X4 ^V-^ ( 2 7 0) (0.160g) £®fce 
[fc^«3 ( 2 7 0) <0®&] 

'H-NHRfDHSO-dB, 6) : 2.51(3H, s), 5.66(2H, s), 7.28(2H, d, J=8.1Hz), 7. 
59-7.65(3H, m), 7.67-7.75(4H, n), 7.99(2H, d, J=7.5Hz), 8.14UH, d, J=l. 
0Hz), 12.43{1H, s)c 
IB(KBr) : 1618, ISSOcb" 1 . 
■p : 278.5-280.0-Co 

^SRtt (271) <DGf&> 
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2 — oy;b-G-x ht->i;^-l-yfM>^ IV"J-)1 (0.340 
g) CDi*V-;U (4al) »«t5X*BftthU«>A**« (2.8g) £Un;ts 1.5 
^aa&ig&Lfeo IN-SBTBttfcU «£ETI«ltc Mtx^;-;^ 

*;j/#*S/-l-^f-^>X-/ ^^-^*B« ( 2 7 1 ) (0.300g) Z'Gtz 

o 

[<fr&» (271) CD«S] 

J H-NMR<DKS0-d6, 6) : 4.00(3H, s), 4.62(2H, s), 7.33<1H, n), 7.35-7.45(4 
H, a), 7.83(1H, d, J=8.4Hz), 8.06UH, d, J=8.4Hz), 8.42(1H, s), 13.3(1H, 
br s)o 

<^!S#J2 1 0 ; 5-^>V>Z)l*-)l±)l'J^>( )\s-2-*?)\,^yX->( K 
*V-;i/ (2 7 2) 

N — ^>f>7;i/^Jl/-4-7-fef^7;y -3-7^^>X7^ F (0.500 
g) . 353SJIB (3.9g) . (15ml) Stf* (12ml) Ofi^ft^60"C-Cl 

KBTktiiAU^ATkSttTf+iauTwasbfceasBJSd. R«r 

(2 7 2) (0.404g) feSfco 
(2 7 2) OK] 

l H-NMR(DMS0-d6, d.) : 2.79<3H, s), 7.64-7.68{2H, a), 7.72-7.76UH, a), 7 
.81UH, d, J=8.7Hz), 7.94(1H, dd, J-1.6 RV 8.7Hz), 8.02-8.05(2H, a), 8 
.30(lfl, a)« 
IR(KBr) : 1701cm- l „ 
ap : 223.0-227.5'Co 
<SSM4 5 ;3-^ h 4y7tf^7 S J -4-- h n£j|*Hx?-;u<DK« 

> 

H90U 2©»iSK:«t\ 3-7= y-4--^D^i§Hxf;v (15. Og) , 
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%<t/ h^y7tf^ (15. Og) i?5)3-y b ^v7tf ;b7 ^ J -4-- b 
fl§Bx?;i (18.7s) &»fc. 

l H-NHR(CDCl 3 , d) : 1.42(3H, t, J=7.2Hz), 3.58(31 s), 4.1H2H, s), 4.43 
(2H, q, J=7.2Hz), 7.85(1H, dd, J=1.6 »tf 8.7Hz), 8.27(JH, d, J=8.7Hz), 
9.44{1H, d, J=1.6Hz), 11.15(1H, s) c 
<flifc^2 1 1 ;1- (t7x^-4->f;M^) -6-jc h^>£;u#- 

;i^-2-^ h*v*^;i^>x-f s*V-ji/ ( 2 7 3) 

SK^^Jl 4cD£i£lCftl\ 3-/ h^vr-trx^T^ y -4-- hD^.lf^ 
(2.00s) h^4-t^7^-;u^ (2.98g) jb>*>3- [N-'(e7x-;b 
-4— OM*-;i/) * h**>7-fe^7^y] -4--hn£j&SB:t*;u©8ai 
(2.02g) £f$fco «v^JMtt2 4 0;&ifeCftt\ 1- (£7x-;u-4- 
-OMt-^) -6-x h^ri/^;i/7j<-;i,-2-^ h^>y xJ!/^>X>f * £V-;u 
(2 7 3) co&fcKS!! (1.44g) ftftfco 
<HM^i212;l- (^7x^-4->f;M^H -6- ±i)\,X*i/-l- * 
h*>^;v<*OX^ $^J-)l ( 2 7 4) 0<£fi£,> 

«B«5 3©;&»fc«i\ 1- (t7x-;M->f;M^) -6- j: 1**5/ 
^;u#n;i/-2-^ h^/^'OX^ ^yy-;J/OfflHK» (1.44g) #£1 

W ^ (2 7 4 ) (0.864g) £f§fco 

(2 7 4) ©«tt] 

'H-NHRJDMSO-dB, d) : 3.35(3H, s), 4.77(2H, s), 5.68(2H, s), 7.25(2H, d, 
J=8.3Hz), 7.35(1H, t, J=7.4Hz), 7.44(2H, t, J=7.5Hz), 7.61-7.65(4H, a), 
7.74UH, d, J=8.6Hz), 7.83(1H, dd, J=1.6 Rlf 8.5Hz), 8.08(1H, d, J=1.2 

Hz), 12.83(1H, s). 
<HIS092 13 ;1- (1^7x^-4-^^^) -6- (!-:/* >*;i,* 
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-;u*;uAnc-f;i/) ^y^M>X^ ^ VJ-Jl ( 2 7 5 ) <D£& 

> 

v»2-^ h*z>^;u^>X4 ^iZ-A' (0.400&) , N, N'-*^*-;^^ 
(0.348&) , \-7#>Z)],t>>7S h" (0.294g) , ^TifeS/^D 
^>x*fe> (0.327g) ^e>l- (t7xz;i/-4-^M^) -6- (l-7*> 
*;b*=;b*;i//*T&^;i/) -2-^ h*>-* ^;i^>X>( = (2 7 5 ) 

(0.429g) . . . 

(2 7 5) ®*tt] 

'H-NMR(DMS0-d6, d) : 0.84(3H, t, J=7.4Hz), 1.35-1.42(2H, n), 1.62-1. 70( 
2H, d), 3.33(3H, s), 3.51(2H, t, J=7.6Hz), 4.74<2H, s), 5.65<2H, s), 7.2 
6(2H, d, J=8.3Hz), 7.35(1H, t, J=7.3Hz), 7.44(2H, t, J=7.5Hi), 7.62-7.67 
(4H, i), 7.78(1H, d, J=8.6Hz), 7.84(1H, dd, J=1.5 RT? 8.4Hz), 8.24(1H, 
d, J=1.5Hz), 12.0K1H, a). 
IB(KBr) : 1684c*- 1 <, 
■p : 176.0-178.5-C o 

<^MM2 1 4 ; 1- (4-^>^;i/3t-^^^>^;U) -6-x h3r^£;u#- 
;i/-2-^t h*^?-;i/^>X>f (2 7 6 ) (D<&&> 

4flD*iit:fiet\ 3-^ b^T-kf-JiTZ J -4-- Y ng,iiir$x 
(2.O0g) fc£ft;4 — <>^;i/**;>^>v;b (3.30g) rfpe>3- [N- (4 — c 

4>flKStt (2.14$) KV>T5e»W2 4 0#»C«K 1- (4--<>^ 

(2 7 6) OiBKHtt (1.66s) SfSfc. 
<X1ISM2 15 ;1- (4 — *>2;;u**5/^VS^lO -6- £,-2-;* 
h**»?-;i,^>X-< ^ V^J-Jl (2 7 7) Z>£^> 
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^J£0*j5 3cD*SM£ir\ 1- (4 — ;>>;u;**^>^n>) -6-xh*£/ 
h**>**fr'<>X4 I y^-;u©a»H«l (3.75s) frfcl 
- (4-^>>;i,;r*^>:x;iO -6-^;i/^^ri/-2-^ h^r^^^;^>x 

>f ^ ^ (2 7 7) <2.64g) 
[<b£ft (2 7 7) 0«S] 

'H-NMRtDHSO-dS, 6) : 3.34(3H, s), 4.74(2H, s), 5.05(2H, s), 5.53(2H, s) 
, 6.97(2H, d, J=8.7Hz), 7.15(2H, d, J=8.7Hz), 7.31UH, t, J=7.2Hz), 7.41 
(2H, d, J=7.2Hz), 7.7K1B, d, J=8.4Hz), 7.81UH, dd, J=1.5 RU 7.4Hz), 
8.04UH, d, J=l.lHz), 12.BK1H, s). 

<mmm2 1 6 ; 1- (4-^>> r ;V**->'<>> ? ;i') -6- (l-7*>7>)\,t* 
-Atuirt^j >v) -l-t Y**,*3-)\>'<>X<t ^*V-;i/ (2 7 8) <d£>& 
> 

*i/-2-p< h*s/**-;w<>x-f **v-;i/ (o.400g) , n, n'-*;u*=jv$; 

^^^^/-^ (0.322g) , l-7*>*;i/*>7* F (0.272g) N ^TlftS/^ 
D^>f r -fe> (0.302g) ipfcl- (4-^>x;i^*i>^>i^W -6- (1-7* 

>;ui>*-;i*:a;w^E'OL/) -2-^ Ky^MVX^f * yv-;u (2 7 8 
) (0.321b) £^fc«> 
[ftl§r& (2 7 8) Otttt] 

l H-NMR(DMS0-d6, d) : 0.86(3H, t, J=7.4Hz), 1.37-1.44(2H, b),1. 65-1. 71(2 
H, ■), 3.32(3H, s), 3.52(2H, t, J=7.6Hz), 4.7H2H, s), 5.05(2H, s), 5.51 
(2H, s), 6.98(2H, d, J=8.7Hz), 7.15<2H, d, J=8.3Hz), 7.3K1H, t, J=7.2Hz 
), 7.37(2H, t, J=7.2Hz), 7.4K2H, d, J=7.1Hz), 7.74UH, d, J=8.5Hz), 7.8 
2(1H, dd, J=1.5 RXI 8.5Hz), 8.2K1H, s), 11.98UH, s) e 
IR(KBr) : 1685cm-'e 
■p : 72.0 - 74.0'Co 
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<*H6«2 1 7 ; 1- (2, 4-y^DD^>y;i) -6-x Y *isti JlX-)l - 
h**s**)\,'i>Z<{ *V*J-)), (2 7 9) (D&&> 

(2.00g) fcJ£4b2, 4-i^DD^>s;;V (2.08g) *63- [N- (2, 
^nD^>i?;i/) ^ h^-^y-tr^T^y] -4-- h n£jl#gu^;i/CD&*3 

&®*mco m<T$mm2 4<DX&{zm\ 1- (2, 

-6-xF^r^i7^-;i/-2-^ h*^*-;i"*>X-f * VJ-)l (2 7 9) CO 
fiWSttl (3.15g) £»fc„ ' 

<HJte^2 1 8 ; 6-*;i/#**>-l- (2, 4-^DD^>yjl/) -z-y h 

=¥^^T-;i/^>x>f * (2 8 0) 

-2-/ h*^5M/^>X^ 5 ^-;UfiD»»K«l (3.15s) to*>*-i3)\,i£* 

5>-i- (2, 4-$;^dd^>^;i/) -2-^t h**>*i')]/'<>x<( i ;u ( 

2 8 0) <1.46g) *»fc a 
[ft^ft (2 8 0) cofttt]' 

'H-NMRWMSO-de, 6) : 3.23(3H, s), 4.70(2H, s), 5.68(2H, s), 6.54(1H, d, 
J=8.5Hz) J 7.31QH, dd, J=2.2 5V 8.5Hz), 7.73(1H, d, J=2.1Hz), 7.76UH 
, d, J=8.5H3), 7.86(1H, dd, J=1.5 St5 8.5Hz), 8.00(1H, d, J=l.lHs), 12. 
85(1H, s) e 

<f£ifcflj2l9 ;6- (i-^^>^;vi-;i/*;w^-f;i.) -l- (2, 4-v 
^DD^>y;H -2-^ h^ri/^^;u^>X<Y * PV—J), (2 8 1) ©-&fi£> 
XKR9 80^rtttf£V\ 6-*;v#*>-l- (2, 4-i;^DD^>^l/) - 

2->£ h*2^2-/w*>x>f (o.400g) x n, N'-*;i^;i/S?-r 

V-fl* (0.355g) . l-X^XA^vrS h* (0.300g) x *JTW*stut?> 
7=-b> (0.333g) ip*>6- (1-7* v*^*^*;^^/!,) -1- (2, 4- 
S?^DD^>i?/b) -2-^ h^v^x^'OX-l' 5 (2 8 1 ) (0.430 
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g) ZfttZo 

[ft^ft (281) Otttt] 

^-NMEfDMSO-dS, 6) : 0.85<3H, t, J=7.3Hz), 1.37-1.42(2H, ■), 1.63-1. 69( 
2H, m), 3.2K3H, s), 3.5K2H, t, J=7.6Hz), 4.68(2H, s), 5.65<2H, s), 6.4 
6(1H, d, J=8.5Hz), 7.3K1H, dd f J=2.0 JkU 8.4Hz), 7.75(11 d, J=2.1Hz), 
7.80<1H, d, J=8.5Hz), 7.86(1H, dd, J=1.7 8.6Hz), 8.14UH, d, J=1.2 
Hz), 12.00UH, s). 
IR(KBr) : 1694cnfV 
op : 168.5-170. 5*Co 

<H3te#!2 2 0 ;1- (2-^DD'<>^) -2-^f^-6- (1-7d^> 
*;u*-;i/jbJW^-OlO ^^^W (2 8 2) (D^&> 

?-;i^>X-f (o.400g) . N, N' -*;^^s?-f s *V-;u (0.431 

g) . i-7n;^7^*>75 K (0.328g) , 5>rtf K o t> >x*> (0.40 
4g) 1?<b\- (2-^DD^y;v) -2-^^-6- (i-^D^^V*-^ 
fcJW^e-OlO *>X4 XW-n' ( 2 8 2) (0.459g) 
[flS^* (2 8 2) ©»tt] 

'H-NHRjDMSO-de, <5 ) : 0.98(3H, t, J=7.4flz), 1.67-1.75(2H, l), 2.50(3H, s 
), 3.49(2H, t, J=7.7Hz), 5.61(2H, s), 6.45{1H, d, J=7.0Hz), 7.24UH, dt-, 
J=0.8 JkVF 7.8Hz), 7.35UH, dt, J=1.4 RTF 7.4Hz), 7.63(1H, dd, J=0.9 
&tM.9Hz), 7.69(1H, d, J=8.5Hz), 7.8H1H, dd, J=1.B JkV 8.5Hz), 8.12{ 
1H, d, J=1.6Hz), 11.90OH, s) e 
IR(Br) : 1676c»''o 
op : 217.5-218.5*Co 

<H*£0»J2 2 1 ;6-x^>^;w*-^*^«^^-l- I2"^^>y 
;v) -1-*t)^sX4 (2 8 3) ©frtfc> 
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f\>W*>;T-f * *V-;iz (0.400g) , N, N'-fcA^^l/iM = *v-;u (0.431 
g) N x^>x;i/^>T^ K (0.290g) „ ^Tlf fcr^>^D'j7>7 r -t:> (0.404g) 

^>X^ S *V-;U ( 2 8 3 ) (0.459g) fcfSfco 
(2 8 3) 

l H-NMR(DMS0-d6, 6) : 1.23(3H, t, J=7.3Hz), 2.50<3H, s), 3.50(2H, q, J=7 
,3Hz), 5.6K2H. s), 6.45UH, d, J=6.7H2), 7.24(1H, dt, J=0.9.&15 7.5Hz) 
, 7.35UH, dt, J=1.4 7.5Hz), 7.58(1H, dd, J=1.0 RV 8.0Hz), 7.69(1 
H, d, J=8.5Hz), 7.8K1H, dd, J=1.6 RV 8.4Hz), 8.13(1H, d, J=1.5Hz), 11 
.86(1H, s) 0 
IR(Br) : 1673cffl- l 0 
mp : 256.5-258.5*Cp 

<**K0y 2 2 2 ;6- (7D/07J^^-l-f;i/*W-;b) -1- (2-£ 
od^W -2-^;v^>X-< ~ (2 8 4) <o^&> 

8©*at:fiei\ 6-*;u#3f (2-^dd^>v;u) -2-^ 

x-;i/^>>T^ ^ ;u (0.400g) s N t N' -j3)ltf—)l/i/'{ I ?^J-)l> (0.431 
g) . 1- (3-^dd7d;^» *;U*>7S. K (0.420g) , i>?W>s$ut> 
>5=-fe> (Q.404g)' fr*>6- (7n^>7;^ A-l->f -1- (2 
-^nD^>>») - 2 -^f-^>X^ 5*V-/l/ (2 8 4) (0.323g) fe» 

(2 8 4) ©«W4] 

'H-NMRtDHSO-dB, <? ) : 2.27-2.33UH, n), 2.52(3H, s), 3.52(2H, t, J=7.0Hz 
), 3.87(2H, t, J=6.6Hz), 5.59(2H, s), 6.57(1H, d, J=7.7Hz), 7.23(1H, t, 
J=7.6Hz) J 7.34UH, t, J=6.4Hz), 7.53-7.58(2H, n), 7.67I1H, d, J=8.4Hz), 
7.79UH, d, j=l.lHz) 0 
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IR(KBr) : 1648cn- l 0 
op : 165. 5-166. 6*C . 

-4;M^;iO tr;i^>;c-f s^v^/i^y *ajb ( 2 8 5) 

<£>***> 

1 7 0(DJj&izm\ N — <>^>*;u*-A,-4-7^ y -3- (£7 
) ^>X7U' (0.400g) t^i/^uyuny 
(o.ioig) ^<bN-^>-^>x;i/^-;b-3- (t:.7x-;i/-4-^;u 

, 6-^>^>*;i>*-;u:i7;w^>(;i>-l- (tT7^-;u-4--f;M^;i/) -2 
-i/i?n7Dt:M>X>f S^V-^fcU^AE ( 2 8 5 ) (0.196g) fcfifc. 
[ft** (2 8 5) CDtttt] 

l H-NMR(DMS0-d6, d );1.00-1. 15(4H, n), 2.23-2.31UH, m), 5.66(2H, s), 7.2 
1(2H, m, J=9.1Hz), 7.32-7.45(7H, a), 7.59-7. 63(4H, o), 7.78-7.83(3H, ■), 
7.97(lH f s) o 
IE(Nujol) : 1540m- 1 . 
Has s( FAB) : a/e 546(M+l)c 
ap : 220.8-224.8"C e 

<H3!£^2 2 4 ; 1- (Z-^DD'O^) -2-**\fl/-6- (l-^>*> 
^;b3j?=ji/3b;i//«-f;i') ^>X^^^V-;u ( 2 8 6) co^> 
H^J9 8flDA*t:av^ 6-£;i/#**>-l- (2-i7DD^>v;b) -2-* 

fM>X^ ^ P^-Jl (0.400g) . N, N'-*^*-^:^ Z^J-fr (0.431 

g) > i-^>*>*;u*>ts. H (o.402g) , yrifKS/^D^v^-by (0.40 
4g) fr&l- (2-^od^>^1/) -2-^^-6- (l-^>^>^^^-;b 
^>X>f ^ PV-to (2 8 6) (0.491s) Zfttz* 
[ft** (2 8 6) tttttt] 
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*H-NHR(DMS0-d6, 6) : 0.8K3H, t, J=7.2Hz), 1.23-1 .28(2H, ■), 1.32-1.37( 
2H, a), 1.65-i.69(2H, b), 3.50(2H 3 t, J=7.8Hz), 5.61(2H, s), 6.45UH, d, 
J=7.5Hz), 7.24UH, t, J=7.6Hz), 7.35(1H, t, J=7.5Hz), 7.57(1H, d, J=7.9 
Hz), 7.69(1H, d, J=8.5Hz), 7.8K1H, dd, J=1.7 RV 8.4Hz), 8.12(1H, d, J 
=1.2Hz), 12.25(1H, s)„ 
IR(KBr) : 1684cn" l 0 
bp : 173.3- 179. 8*Co 

<^mm2 2 5 ; 1- (2-#DD^>i;;i/) -2-^f-;i/-6- [. (3-**\M/ 
X^-^fcjws^-OlO i>Z4 (2 8 7 ) <D&&> 

X>f S*V-M0.300gk N, N'-*^*-;!^ .**V-;K0.323gk 1- (3- 
p^/lO 7*>>Ul,*>;F$ K(0.302gk *JTV ^^^□^>y ; -fe>(0.303g)^ 

61- (2-*dd^>^) -2-y^;u-6- [ (3-^^;vy^>) 
;i/*;i//^c-Ou] i>X4 XW-fr (2 8 7 ) (0.284g)£fSfc e 

[ffc^J (2 8 7) O^tt] 

l H-N)ffi(DMS0-d6, 6) : 0.84(6H, d, J=6.5Hz), 1.52-1.59<2H, a), 1.61-1.7 
0(1H, n), 3.44(2H, t, J=7.9Hz), 5.60(2H, s), 6.45UH, d, J=7.8Hz), 7.24( 
1H, t, J=7.6Hz), 7.35(1H, t, J=7.4Hz), 7.57(1H, d, J=7.9Hz), 7.66UH, d, 

J=8.5Hz), 7.8K1H, dd, J=1.6 StF 8.6Hz), 8.09<1H, s), 11.87(1H, s). 
IR(KBr) : 1682cm" 'o 
bp : 201. 0-204. 1*C„ 

<HJS^J2 2 6 ;1- (2-^nn^>^;u) -6- (l-^if >*;v*-;i/>b 
frs^-Ol) -2-*f\M^>X-f S*V-;i/ (2 8 8) 

xw-Mb.im). n, n'-*;^-;^^ ^\/-M0.323gk l-'s* 

tf>;<**>7$ M0.335gk ^T+Tt:^P^>^-fe>(0.303g)#e>l- (2- 
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^DD^yyiH -6- Ji/fcA'^-nu) -2-^f-;^ 

>X^ = ^V-^ ( 2 8 8) (0.379g)£$fco 
[flS^ft (2 8 8) Otttt] 

l H-NMR(DHS0-d6, 6) : 0.81(3H, t, J=7.0Hz), 1. 18-1.28(4H, a), 1.32-1.4K 
2H, ■), 1.63-1. 7H2H, 2.53(3H, s), 3.50(2H, t, J=7.7Hz), 5.64(2H, s) 
, 6.5M1H, d, J=7.7Hz), 7.25(1H, dt, J=1.2 RTI 7.8Hz), 7.36(1H, dt, J=l 
.4 JSlXI 7.7Hz), 7.58(1H, dd, J=1.0 RU 8.0Hz), 7.72(1H, d, J=8.5Hz), 7. 
84(1H, dd, J=1.6 8,5Hz), 8.15(1H, d, J=1.3Hz), 11.87UH, s). 
IR(KBr) : 1682cBf ' 0 
op : 141. 2-143. 5-Co 

<SHS«2 2 7 ; 6-t-:T h*^***-*?' 5 y -1- (2-*o n^>>W 
) -2-^M>^^ £ ( 2 8 9) <D£f&> 

fjl/^Z/X-f S#V-* (1.01*) , v7x^7t77t'J;v7^' (1ml) . 
y>fvrPmW;> (1»D Wt-W7^3-^ (25ml) *><b6-t 

(2 8 9 ) (0.760g) £8fc<> 
[{fc^ (2 8 9) 

'H-NHKCDCU 5) : 1.490H, s), 2.47<3H, s), 5.37(2H, s), 6.41(1H, d, 
J=7.5Hz), 6.55(1H, br s), 6.93UH, dd, J=1.9 W 8.6Hz), 7.08(1H, t, J 
=7.5Hz), 7.22(1H, t), 7.44(1H, d, J=8.0Hz), 7.62(2H, d, J=8.6Hz)c 
<XftM2 2 8 ;6-r*>-l- (2-^^>W -2-^f-^>X-f 

(2 9 0) co^> 

^>^;u) (o.760 g ) z>*,6-7^ -/-l- (2- 

?DD ^>^) -2-^M>X^^(2 9 0) (0.420g) 
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[fcAtt (2 9 0) o*tt] 

'H-NMR(DMS0-d6, 5) : 2.37(3H, s), 4.83(2H, br s), 5.32(2H, s), 6.33(1H, 
d, J=1.9Hz), 6.42UH, d, J=7.7Hz), 6.46(1H, dd, J=1.9 Rlf 8.5Hz), 7.19 
-7.24(2H, bl), 7.3K1H, t), 7.53(1H, d, J=7.9Hz)„ 

;u) -2-/*-;i/"OX* s^v-^ (2 9 1) 

^>x>r^^y-;b (o.3oog) , (o.2i6g) N mx 

Tjvriy (0.i30g) 2p£6- -r- (2-^dd 

^>S?/lO -2-^^^>X>f **V-;|/ (2 9 1 ) (0.230g) *»fc. 
(291) <D»tt] 

'H-NMRfDMSO-de, d) : 0.74(3H, n), 1.23(2H, u) f 1.55(2H, a), 2.50(3H, s) 
, 2.89(2H, ■), 5.47(2H, s), 6.58(1H, d, J=7.4Hz) 7.02(111, d, J=8.5Hz), 
7.10(1H, s), 7.23UB, t), 7.33{1H, t), 7.52(2H, n), 9.55(1H, s) c 
IR(KBr) : 1629car'o 
BP : 149.5-151. (TC. 
<Mfcl4 6 ;2- [N— (2, 4-^^dd^>^) T'-lrWi/T'^ y ] -3- 

' Hfittl 4©*3SK:f£tK 2-7*^*7'$ y -3-- hnSBSK^f-^ (1. 
OOg) £Jg{fc2, 4-y^DD^>y;i/ (0.985g) i?t>Z- [N- (2, 

TtrJiT'i;] -3-=hP£JS#B*?-;i/ (0.250g) £tefc e 

'H-JMMCDCh, <5) : 1.99(3H, s), 3.71(3H, s), 4.85(1H, d, J=4.5Hz), 4.98 
(1H, d, J=4.5H2), 7.17-7.22(2H, a), 7.46UH, d, J=7.9Hz), 7.63(1H, t, J= 
7.9Hz), 7.98(1H, d, J=8.0Hz), 8.09(1H, d, J=7.9Hz) 0 
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<Hfl&fli2 3 0;l- (2, 4-y?DD^>^) -?-xKy^;t^z;i/- 
2-^^;v^>x-r * (2 9 2) 

4©I&£K:«£l\ 2- [N- (2, 4-y^D^>yjl/) 7tr;i/7; 
y] -3-r:l*Dgc**Rj*?-;v (6.50g) frfcl- (2, 4- v£ dd^o v;u) 
-7-xh*v*;btf-;w-2->^;i/^>X<Y (2 9 2) (5.15g) 

( 2 9 2) OferfS] 

'H-NWKCDCU, <5) : 2.53(3H, s), 3.70(3H, s) t 5.72(2H, s), 6.26(1H, d, J 
=8.4Hz), 7.04(1H, dd, J=2.0 RXf 8.4Hz), 7.28UH, t, J=7.9Hz), 7.45(1H> 
d, J=2.0Hz), 7.75(1H, d, J=7.8Rz), 7.93UH, d, J=7.9Hz) G 

<Hffi0S2 3 1 ;7-^;u^^^-l~ (2, 4-*>^DO^>^) 
;w*>X-f ^ V'J-Jl (2 9 3) 

SOSW5 3©^ac«£W 1- (2, 4-v£nn^>v;V) -7-xh^i/*;i/ 
^-jw-2-^5 L ;^>X-f (2.00g) i?t>7-%)b#**/-l- (2, 4 

-i/^DD^y'M -2-^;i/^>X>f ^ ( 2 9 3 ) (1.76g) 

(2 9 3) CDfctt] 

'H-lWDMSO-dS, d) : 2.49(3H, s), 5.8K2H, s), 6.09(1H, d, J=8.4Hz), 7. 
21-7.28(ZH, in), 7.62(1H, d, J=7.8Hz), 7.67(1H, d, J=2.2Hz), 7.83(1H, d, 
J=8.0Hz), 13.04(1H, br s)„ 

<mmm23 2 ;7- (i-7*>Z)V*-)H3)m=e'<fr) -1- (2, A-V 
^DD^>i/^) -2-^^^^>X>T^^ % /-^ (2 9 4) <D&&> 

S81K«9 8«)3&stttv^ 7-#;utf*^-i- (2, 4-*;^dd^>5?/H " 
2-**jU'<>X-f **V-/I> (0.463g) , N, W-io^zDi^^l^J-)^ ( 
0.448g) , l-7*:/X;U*>^ K (0.379g) , v7tf > (0 
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>v;i/) -2-^t^;u^>X^ \9*J-))> ( 2 9 4) (0,325g) £ftfco 
[<b£* (2 9 4) ©«4] 

'H-NMRIDMSO-dG, <5) : 0.84(3H, t, J=7.3Hz), l.33(2H, m), 1.44{2H, n), 2. 
53(3H, s), 3.16(2H, a), 5.64(2H, s), 6.03(1H, d, J=8.4Hz), 7.25(1H, dd, 
J=2.1 RXI 8.4Hz), 7.30(1H, t, J=7.8Hz), 7.44(1H, d, J=7.4Hz), 7.68(1H, 
d, J=2.1Hz), 7.87(1H, d, J=7.8Hz), 12.18UH, br s). 
IR(KBr) : 1690cm" ! c 
mp : 98.5-102.0*C„ 
<nMM2 3 3 ; 1- (2-^DD^>i?;i/) _2-^;i,-6- [1- [3- ( h 

iMf-;i^>>;;v) 7da>] ;i/*;u^-oi/] ^>x-r ^v-a- (2 

9 5 ) <D£>&> 

gSJfc«l 4 9©£»fc:ficl\ 6-£;!/#^>-l- (2-^DDOi;jH -2- 

**fri>xnw—fr (0.400g) , n, n' -aji/jj^i,^ * ^vt-h, (0.4 
3ig) . l- [3- ( h >;.*^;i^>>j;i/) 7d;^>] z)\,*>7i h (o.520g) , 
^r-+fe^^ne7>x-t> (0.404g) jfp^i- (2-^dd^>^) -2-^t^ 
;i/-6- [1- [3- ( MIMA'S/ »J;iO 7p;i>] *;i/*^;i/jb;i/^-oi,] 
-c>X>T ^ *V-;i, (2 9 5) (0.604g) £|§fc. 
[fc^fc (2 9 5) Ofttt] 

'MMRWKSD-de, d) : -0.06(9H, s), 0.61(2H, t, J=8.6Hz), 1.66-l.73(2H, 
a), 2.50(3H, s), 3.51(2H, t, J=7.7HzO, 5.6I(2H, s), 6.46(1H, d, J=7.8Hz) 
, 7.24(1H, t, ^7.6Bz), 7.35(1H, t, J=7.6Hz), 7.57<1H, dd, J=7.9 Sff 0. 
9Hz), 7.70UH, d, J=8.5Bz), 7.8K1H, dd, J=l.5 SIf 8.5Hz), 8.12(1H, d, 
J=1.4Hz), 11.98(1H, s) e 
IR(KBr) : 1688CB- 1 ,, 
op : 197. 0-203. 9*Co 
<Hffi#J2 3 4 ; 4-x ^y^»-2-/riK>X^ * VJ-)l (2 
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9 6 ) <D<&&> 

l-7M*)\>Tl hD$ESB/f-^ (8.03g) N jStgB (18.8g) % 

(20b1) > x*y-;b <40nl) ©i&^tt*lWPJSD»a«b/i. gJ£££il8 
Lfcgfc* 9&C£DD*;uA£10?J£$£&0;i, SilHLfc. *JB 

A*»Eg*"r*£i:fc:*!K 4-xh*>>*»tfx;U-2-^;i^>X-l' 
-J-)V (2 9 6) (1.61g) 
( 2 9 6) 

l H-NMR(CDCh, <5) : 1.43UH, t), 2.66(3H, s), 4.45{2H, q), 7.24-T. 28(1H, 
n), 7.84-7. 89(2H, m), 10.26UH, br s). 

<f^ffi^J 2 3 5 ; 1- (2, S-VOuwOi/fr) H-xh^iW^- 
2-^;i^>X-f XPV-fr (2 9 7) c7)-£i&> 

4-x^y*^^-2-^f;K>X^ ^*V-;i/ (1.61s) x *Sft2, 4 
-^DD^>^ (3.08g) . 3*Wb±V£A (1.51s) x «K3b»je>* (1.05 
g) , N, N-^*^^^7^ K (4nl) ©»^»ft80-Ctfl6^iaflt»l/fco £ 

) 5* l- (2, 4-^dd^>^1/) -4-xh*s/*;v* 

-;u-2-^^.;^>^C-f *^Vf-JU (2 9 7) (0.730g) £ft£o 
(2 9 7 ) 0«M£] 

l H-NMR(CDCh, d) : 1.47(3H, t, J=7.1Hz), 2.63(3H, s), 4.52(2H, q, J=7.1 
Hz), 5.39(2H, s), 6.3D(1H, d, J=8.4Bz), 7.06(1H, dd, J=2.1 8.4Hz), 
7.25UH, t, J=7.9Hz), 7.32UH, dd, J=L0 RXI 7.9Hz), 7.48(1H, d, J=2.0H 
z), 7.93(1H, dd, J=1.0 RU 7.7Hz)o 

<HJ£#]2 3 6 ; 4-^**^-1- (2, 4-^^dd^>vM 
M>X>f S (2 9 8) tf)£sx> 
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I5JSW5 3CD*ffit86t\ 1- (2, 4-y^nn^>^) -4-x h 
^-;b-2-^^A^>X-< (0.730g) ^64-^;v^^i/-l- (2, 
4-^^an^>^^) -Z-^f^^^V^ ( 2 9 8) (0.575g) £ 

(2 9 8) ©*«] 

l H-NMR(DMS0-d6, tf) : 2.65<3H, s), 5.G7(2H, s), 6.73<1H, d, J=8.3Hz), 7. 
33(lH f dd, J=2.2 3ftt5 8.4Hz), 7.39UH, t, J=7.9Hz), 7.74(1H, d, J=2.2Hz) 
, 7.76UH, d, J=8.2Hz), 7.85UH, d, J=7.5Hz) e 
<Hlfe#J2 3 7 ;4- (1-7* >;ui/*x;i/£;W^^;iO -1- (2, 4-v 

^dd^>^) -2-^^;i/^>x^ sw-jv ( 2 9 9) 

8©*»C«V\ 4-*^#*S/-l- (2, 4-^^dd-s>^) - 
Z-^f-;^>X-f 5 (0.350g) . N, N* -ii)},i£-fr*J4 * *V-)l/ ( 

0.339g) „ K (0.287g) , ^T"? £ n £ >7 ? -fe > (0 

.318g) ^64- (l-7*>*A'*=.;i'3b;w^-f;iO -1- (2, 4-y^DD^ 
>vVl/) -2-^^;u^>X>T l^J-)i> ( 2 9 9 ) (0.275g) 
[{t£r& ( 2 9 9 ) ©«M4] 

'H-HMR(DMS0-d6 } <5 ) : 0.86(3H, t, J=7.3Hz), 1.42(2H, n), 1.73(2H, m), I, 
61<3B» s), 3.61(2H, m), 5.65(2H, s), 6.67(1H, d, J=8.4Hz), 7.32(1H, dd, 
J=2.1 RTF 8.4Hz), 7.39(1H, t, J=7.9Hz), 7.73(1H, d, J=2.1Hz), 7.78(1H, 
d, J=8.0Hz), 7.9K1H, d, J=7.m),U2.66(lH, br s)„ 

itt(KBr) : 1699CB- 1 ,, 

up : 180.7-183.6*Co 

<HJS#J2 3 8;1- (4- is -fi-x^^*j|/^ 
)l>-2-*?)l>^>Z>( (3 0 0) <D£f&> 

4«D»«C«K 3-7-bf-;V7$-/-4--hn$*Sttxf-A {2. 
OOg) fcfifls4-^>^^a|-*^^>^;i/ (3.69g) i>>£>3- [N— (4-^>v;i/^- 
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St/so i/M T-tT-^T^ y ] -4-=hn$AS»x^;KOffijB5K«i*fffc 

\9V--n> (3 0 0) (OfiffiKft (4.09s) £ft 

f-;i/^>x-r * yy-j^ ood co^> 

*;U^-;V-2-^f-;v^>X^ Si'V-A' (4.09g) (4-^>^* 
i/-;>v;U) -6-3bJ^*S/-2-^f-^>^^^-^ (3 0 1) (1.13 

g) ZfttZo 

(301) <D»tt] 

'H-NKRCDMSO-dB, 6) : 2.57(3H, s), 5.05<2H. s), 5.48(2H, s), 6.97{2H; d, 
J=8.6Hz), 7.08(2H, d, J=8.5Hz), 7.28-7.43(5H, a), 7.60<1H, d, J=8.3H»), 
7.78UH, d, J=7.5Hz), 8.07UH, s), 12.72UH, a). 

<£3te#|2 4 0 ;1- l4-«>Vfr***s«>*J») -6- (1-7* 
=Lfl,*)Wi*4M ( 3 0 2) 

14 9 «3&*fc«V^ 6-*;^*^-l- (4-^^**^^ 
- 2 -^;i^>X>f (0.300g) , N, N' * ^ 

-; U ( 0 .242g) , \-7*>X)l*>TZ F (C204g) , ^IT^^n'^f 

(0.227g) U-^V^^V^V^) "6- 

x;v*;w^;W -2-**-iwoX-f * (3 0 2) (0.206g) *?3 

[{fc^J (3 0 2) Otttt] 

l H-NMR(DHS0-d6, 5) : 0.87(311, t, J=7-3Hz), L38-1.43I2H, 1.64-L7K 
2H, >), 2.54(3H, s), 3.49(2H, t, J=6.8Hz), 5.05(2H, s), 5.45(2H, s), 6.9 
8(ZH, d. J=8.7Hz), 7.10(2H, d, J=8.7Hz), 7.31UH, t, J=7.2Hz), 7.37(2H, 
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t, J=7.2Hz), 7.4H2H, d, J=7.3Hz), 7.62UH, d, J=8.5Hz), 7.79UH, dd, J= 
1.5 JkXI 8.4Hz), 8.23(1H, s), 11.93(1H, s) e 
IR(KBr) : 1684cm- 
Dip : 132.4-137.7°Co 

<$mW2 4 1 ;6-xh^ri/*;^-;U-l- [ (2* - >T J x-^-4 

->r;u) -2-^;i^>x^ (3 0 3) 

H£0U 4 0»aEC«tK 3-T-fe^;UT^y-4-^hD$mirKx^;i/ (1. 
OOg) W-7Dx^^-2-^7^7x-^ (1.30g) #^3- [N- [ (2* 

-*>7;t7i=>-w« r*f-;u7'^y] -4-- M3g,tlr&. 

ai^^KOaiBm* (0.750g) £ftfc a «lvC. ^J2 4^S«l\ 6-x 

h^>*;t/*-;i/-i- [ (2'-y7^7x-^-4-^;i/) 
7JI/^>X-f ZfJ-fr ( 3 0 3) (0.410g) £»fc. 
(3 0 3) ©*H£] 

'H-NMKCDCh, (5) : 1.40<3H, t), 2.63(3H, s), 4.39(2H, q), 5.46(2H, s), 
7.17(2H, d), 7.40-7.66<5H, d), 7.73-7.78(2H, oh 8.00(111, dd, J=1.5 
8.5Hz), 8.Q5UH, d, J=1.2Hz). 
<nMW2 4 2 ;6-*;u#^>-l- [ (2'-'>7;t:7x-^-4->f^) 
-2-,cf-;w<>X-f (3 0 4) £»£rf£> 

-;i,_4--f/l,) S*V-;i/ (0.410g) *p£>6-* 

[ (2 , -^>r> r tT7xx;i/-4--r^) — 2— /fjU'O 

X-f ^ tTV-fr (3 0 4) (0.190g) £#fco 
[ft^ft (3 0 4) OWS] 

■I-lDflUraSO-dB. 5) : 2.59(3H, s), 5.67(2H, s), 7.24(2H, d, J=8.1flz), 7. 
53-7.64(5H, m), 7.75(1H, t, J=7.7Hz), 7.80(11, d), 7.92C1H, d, J=7.7Hz), 
8.12(1H, s), 12.74(1H, br s) e 



WO 97/14354 



PCT7JP96/0W5S 



226 

<SSiffiCT2 4 3 ;6- (1-7* >*A*=**W*-f ») -1- [ (2' -J/ 

r^K7x^-4--fju) -2-^n^>x-f ~ yy-;i< (3 0 5) 

JV) -J-^fMVX-fiyV-^ (0.187s) > N, N*-AJP*-;uy 

^ s^v-n, (o.ieog) , h (o.i35g) , v7ife->? 

o (o.i50g) a>£6- a-?* w*4*> -i- [ 

3 0 5) (0.155g) %5/iJ*y^*5i»i'n-7h^77^--(*«* : ?nn 
( 3 0 5) 

'H-NMR(DMS0-d6, 6) : 0.83(3H, t. J=7.4Hz), 1.34(2H, »), 1.60(2H, »),2. 

56(3H, s), 3.27(2H, .), S.62(2H, s), 7.23(2H, d. J=8.2Hz), 7.53-7.57( 

4H, ■). 7.60(1H. d, J=7.8Hz), 7.7S(1H, dt. J=1.0 7.8Hz), 7.83(1H 

, dd, J=1.5 RU 8.4R1), 7.92(1H. d). 8.13(1H, s), 11.92UH, br s). 

IR(IBr) : 2223cm". 

bp : 115— 118T3o 

<8J3afl)4 7 ;2-7**o-4 , -;«*-*K7x=JI/©Ra> 
g38#HST-e-78'Clc)fta]UfeT hrt FD77> (3tal) fc, UM-n- 

r9-iH;f-*^**>J*« ( 30b1) >>&Vvt4-7-rHrHl/x> (B.33g) (Dt 
h7hKD77> (3tol) ««tlBAfc*. -78-CTmBWtUfc. SETT- 
JMMgBL-CK*bfc«feS» (6.64g) ©yh5tKD75> (30.1) 
-78-CTJD^ SiBTlRRlWfUc. cm***. i-7A*n-f*M>*> 
<7.22g) OTfb5*7. (HJ 7*^7**7^) >t*i?*A (0) (0.52 
g) <5fb7tHn75> (30b1) **c»rein*» -«t«*Ufc. Rfc* 
*IWx** (300*1) -e**U 10Sl&88£in*»tUL'£« ^»l%fSffl6S* 
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(6.05g) zmzo 

'H-NMR(CDCL, tf) : 2.39(3H, s), 7. 10-7.30(5H, ■), 7.39-7.49<3H, i). 

Z-7;^D-4 , -^Wt7xr;i, (8.70g) , N-7 r DnE^/7>>^ 5 p ( 8 
■ 32g) , 2, 2 J -ry^>f V7fn-h'j;i (0.10*) , eSttftftX (150*1) 

^r>'J^;^7A^D7h^77^- : ^*1f>/PBx^= 

9/1) TttS-rscittJ:*?, 2-7;i/*D-4 , -yD^jc^;j/e7x-;i/©a 

Di^^e7i^ (4.93g) £^fc e 

'H-KHMCDC1,. d) : 4.55(2H, s), 7.13-7.23(2H, a), 7.33UH, a), 7.43(1H, 
m), 7.47{2H, d, J=8.1Hz), 7.54(2H, d, J=8.1Hz) 0 
<K§W4 9 ;3- [N— [ (2'-7^DK7x^-4-^) 7> 

K&0U 4(D*atfl£l\ 3™7'-fe^l/7 7 ^y-4-^hD^a^x^;u (1. 
54ff) t2-7;i/tD-4'-7Df^f^7x-;i/ (2.26g) #£>3- [N- [ (2 
'-7;i/tni:7ir;i,-4->f^ t^^jvtij-] -4-- h 

MfctfTI/ (1.90g) £f§fc 0 

l H-NHR(CDCh, <5) : l.33(3H, t, J=7.1Hx), 1.92(311, s), 4.36(2H, ■), 4.44 
(lfl, d, J=4.4H 2 ), 5.32(1H, d, J=4.4Hz), 7.13UH, a), 7.18-7.22(3H, a), 7 
.3K1H, a), 7.40UH, dt, J=1.6 2k V 7.7Ha), 7.44{2H, d), 7.67(1H, d, J=i 
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.6Hz), 7.94I1H, d, J=8.4Hz), 8.15(1H, dd, J=1.8 Slf 8.4Hz) e 

<^Jfc#J2 4 4 ;6-ih^>^toHl- [ (2'-7;i/tDt7zZjl/- 

4--01O -2-/^;i/^>x^r **v-;i/ (3 0 6) cd£j£> 

M^^J 2 4 £D^^^^c:^^£v^ N 3- [N- [ (2'-7;WDt7i=^-4-^i/) 
-4--hDgE^ggx^;u (1.90*) ^£,6-xh* 
[ (2'-7j^Dt7x-;v-4-^f;H * 
Jl^OXJ I (3 0 6 ) (1.53s) 

Cft^ft (3 0 6) CDWtt] 

'H-NMR(CDC1 3) 6) : 1.40<3H, t, J=7.1Hz), 2.62(3H, s), 4.38<2H, q, J=7.1 
Hz), 5.43(2H, s), 7.10-7. 17(3H, a), 7.19UB, dt, J=1.0 Rtf 7.5Hz), 7.31 
(1H, b) s 7.38(1H, dt, J=1.8 #T5 7.8Hz), 7.50(2H, dd), 7.74(1H, d, J=8.5 
Hz), 8.00(1H, dd, J=1.4 RXf 8.4Hz), 8.06(1H, s). 

<%Mm2 4 5 ; 6-£;i/^=rv-l- [ (2' -y)b*u]Zy x-;u-4--Ol/ 
) tv-Jl] -Z-J^Jl^yXJ IV"J-)1> (3 0 7) CD-£f£> 

SMEWS 3©;&fcfcfi£l\ 6-x^y*M'-;^l- [ (2'-7;^Dt7 
x-;i/-4-^;iO -2-^f-;t'^>X< ^ ;u (l.50g) ^^6-^7 

;i>#*i/-l- [ (2' -7;^3i-D t:7x-;u-4->i';u) -2->x;l^ 
>Xf ( 3 0 7) (1.24g) *f»fe. 

lit&® (3 0 7) ©«H4] 

'H-fflflKDMSO-dS, <5) : 2.59(3H, s), 5.63(2H, s), 7.19(2H, d, J=8.1Hz), 7. 
24-7.3K2H, a), 7.39(1H, a), 7.46-7.53(3H, a), 7.62UH, d, J=8.4Hz), 7.8 
0(1H, dd, J=1.3 8.4Hz), 8.10UH, s). 

<mMM2 4$ ;6- (i-x* >^;i/^-^*;uM^e >f ;t/) -i- [ (2* -7 
j^Dt7xz;i/-4-f;H -2-^^^^>X-T (3 0 8 
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4->f;i/) **;i0 -2-^^;u^>x-< (o.455g) , n, n'-*^* 

(0.409g) , l-r^>^;i/^>T^ h* (0.346g) , vTtf 
^>£D£>x-fe> (0.384g) fr£>6- (J-x^>^;^-;^;i/Mx>f;i / ) - 

y-Jl/ (3 0 8) (0.340g) £f§fc e 
[<t£® (3 0 8) CD»$] 

'H-NMR(DHS0-d6, 5) : 0.84(3H, t, J=7.3Hz) J 1.39(1H, m), 1.67(1H, n), 2. 
57(3H, s), 3.5K1H, t), 5.60(2H, s), 7.2K2H, d, J=8.0Hz), 7.24-7.30(2H, 
■), 7.39(111, a), 7.48(1H, t), 7.52(.2H, d, J=8.0Hz), 7.66UH, d, J=8.5Hz 
), 7.80(1H, d, J=8.5Hz), 8.25UH, s), 11.93(1H, br s) B 

^^a^TT--78-CtZ^S]Lfex F7t HD77> (30bQ) 1.6M-n~ 
r^Uf-i>AA k ^>jga (30b1) «^T4-rDn&-2-7^D h;ux> ( 
9.21g) ©rh7th*D77> (30al) «**in*.fc«. -78^TlS#H«#Ufc 
o «£ETT?2KI^SjiitTjK7lCbfe^{fc®iS (6.64g) CDrF7tKD77> (30m 
1) &fc£-78'CT-irax. ifitlWbfe- -CDjg&£, ( 
6.63g) RX/^h^^rT, ( h >j7iz;i/7t7 7^f >) )\=>¥*?i± (o) (o.52g 
)©Th7th'D77> (30al) »«t*fi-Cflli, -S£$B#L*: e 
B*x^;u (300ml) ~e#RU 10Xm&£in;l»ffi Lfco #4M£JgfQ*jI*ft 

TIBBrSwfcJcJiO^ f4^©3-7;i/^-D-4-^^;i/e7^-;u ( 
6.00g) ££fc fl 

'H-NMRfCDCI^ ) : 2.3K3H, d, J=1.8Hz), 7.20-7.28(3H, m), 7.34(1H, ■), 
7.43(2H, t), 7.55<2H, d). 

<Eig^5 1 ; 4-7 r n^^^;u-3-7;i'^D tT7x-;ucD5Sji> 
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3-7J^D-4-^f;^7i-Jb (6.00g) , N-7Df^^i/>^ ; }? (5. 
73g) , 2, 2 5 -T^t^>T V^D- h Ujl, (0.075g) RVBm<t$t% (120nl 

-)l (8.30g) £f3fc 0 

'H-NMRCCDCla, 6) : 4.57<2H, s), 7.30(1H, d, J=11.0Hz), 7.34-7.40(2H, m) 
, 7.45{3H, m), 7.56(2H, d)o 

<$^0>i5 2 ;3- [N- [ (3- 7)i*n tf7 x -;i/-4- >r ;v) 
-4--hD^jH^x^;KD«i^> 

©tMMl 4cD^t£K:t^w l-y-tl-jiTl y-4- — hD^if^xfjb (i. 

54g) t3-7^tD-4-7D ; eyf;^7x-^ (2.26g) *j>£3- [N- [ (3 
<i^J2 4 7 ; 6-x h^y^Wr^-l- [ (3-7j^Dt7xr;M 

— r/iO -2-^;i^>x>r ^/-^ ( 3 0 9) 
^JK0!I2 4(DJjmtcm\ 3- [N- [ (3-7;b;frD trr7^-;i,--4---oi') * 
T-fef-^T'*;] -4-- hDSMBi^oa«8» (2.68g) £>£6 
-x^i/^rjv-i- [ (3-7;^oe7x-;L'-4-f;H -2 

-^M>X-f ( 3 0 9) (1.34s) 

lit^O (3 0 9) (D«MS ] 

'H-NMR(CDC1 33 6) : 1.40(3H, t, J=7.1Hz), 2.65(3H, s), 4.39(2H, q, J=7.1 
Hz), 5.46(2H, s), 6.79(1H, t, J=8.0Hz), 7.25(1H, el), 7. 34-7.40(2H, a), 7 
.41-7.47(2H, n), 7.50-7.54(2H, a), 7.74(1H, d, J=8.5Rz), 7.99(1H, dd, J= 
1.5 RXI 8.4Hz), 8.07(1H, d, J=1.3Bz)o 
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-2-^t;k>x-{ * (3 i o) cd&&> 
x -;u-4--f ;v) -2-^f-;i/^>X-f (i.34g) &£>6-£ 

$*>v-;u (3 l 0) (l.isg) fcfcfc. 

[fti6* (310) ©*£ ] 

'H-NMRfDHSO-dS, <5 ) : 2.59(3H, s), 5.64(2H, s), 7.03(1H, t, J=8.0Hz), 7. 
37<1H, t, J=7.3Hz), 7.42-7.48(3H, a), 7.56-7.68(4H, m), 7.79(1H, dd, J=l 
.4 8.4Hz), 8.1K1H, s), 12.7(1H, br s). 

<Hit5^2 4 9 ;6- (1-^ >7,)^-^i3Jl^=t -Ol>) -1- [ (3-7JI/ 
;<j-d £7 x -;i/-4->T ;u) /*-;to -2-^5 L ;^>x>r $ ^ Oil) 

-*r;i/) -2-^^;i/^>x-f ^ (o.390g) , n, n* 

$W—J)s (0.351g) s 1-7^>^W>7; h* (0.297g) x *J7W 
>'^D^>7 f -fe> (0.329g) fr&6- (l-^>^;u*n;i/*;p;^>f ;u) -l 
- [ (3~7;UDt7x-ji/-4-^i/) -2-/t l ;v^>x>t ^ 

-;M3 1 1 ) (0.236g) Zfttz, 
(311) Oft«] 

*H-NMR(DMS0-d6, <J) : 0.84<3H, t), 1.38(2H, a), 1.65(2H, 2.57(3H, s) 
, 3.48(2H, a), 5.63(2H, s), 6.33(1H, t, J=8.1Hz), 7.37(1H, *), 7.42-7.47 
(3H, ■), 7.60(1H, dd, J=1.7 XV 11.8Hz), 7.62-7.68<3H, m) t 7.80UH, dd, 
J=1.5 atf 8.4Hz), 8.2K1H, d, J=1.3Hz), 11.90(1H, br s)« 
IE(Nujol) : 1681cb-'o 
BP : 227-230'Ce 
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<%M®2 5 0 ; 1- (2-^DD^>yM -6- [ (2-^ h*:>x£>) 
Z)\,*-)l±)lJ^4 )\,] WJ-)V (3 12) (D£&> 

SUISW9 8co*acttl\ 1- (t:7x^-4-^JMfM -6-£;b*^- 
i/-2-x^;v^>X>f (0.300g) . N, N' -t))l>X-)l^J I ^y- 

;U (0.272g) . (2-xh^^x^>) ^;b^>T^ F (0.258g) , ^Tift> 
^D^>7 r -t> (0.256g) *>£>1- (2-?DD^>s;;i/) -6- [ (2-^ 
x£>) -2-;* ^ f^J— ;u (312) 

(0.149g) £^fc 0 

[{b£&> (3 12) ^ ■ . 

'H-NMEfDMSO-dB, 6) : 0.87<3H, t, J=6.9Hz), 1.30(3H, t, J=8.0Hz), 2.89(2 
H, q, J=7.6Hz), 3.25-3. 35<2H, b), 3.63-3.74(2H, b), 5.59{2H, s), 7.17{2H 
, d, J=8.1Hz), 7.34(1H, t, J=7.0Hz), 7.44<2H, t, J=7.6Hz), 7.58-7.68(5H, 
■), 7.82UH, d, J=8.4Hz), 8.23UH, s), 11.88UH, s) e 
IR(Nujol) : IBSlcB-'o 
bp : 78-81-Co 

<H&#J2 5 1 ; 1- (2, 4-V?nv<>i/)\s) -2-/^;u-6- (l-^> 
^>^^^x;u*;w^>T^) *<>X4 $V x J-)\> (3 13) <D^> 

$mm$ 8<Dis&cm\ e-a/i/sP*-^-!- (2, 4-^^dd^>^) - 
2-^;i^>xy (o.300g) , n, N , -*^=;i/^-f xw-fr { 

0.323g) , 1-0^>7W>7; K't0.301g) „ ^^if t: v£ d t? >t*z > 
(0,303g) £>£1- (2, 4-^^DP^>^) -2-^<f-;u-6- (l-^>£> 

^;i/*-;bjb;w^-f;w) ^>X^;^Hi' (3 13) (0.l96g) £&fc e 
[ft*ft (313) ©»K] 

'H-HMR(DKS0-d6, <5 ) : 0.81(3H, t, J=7.3Hz), 1.22-1.30(2H, m), 1.32-1. 39( 
2H, a), 1.64-1. 71(ZH, ■), 2.50(3H, s), 3.50(2H, t, J=7.8Hz), 5.59(2H, s) 
, 6,45(1H, d, J=8.4Hz), 7.33(1H, dd, J=2.2 Stf 8.5Hz), 7.69UH, d, J=8. 
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5Hz), 7.76(1H, d, J=2.1Hz), 7.80UH, dd, J=1.6 RV 8.5Hz), 8.10(1H, s), 
11.89<1H, s) 0 
IR(Nujol) : 1682cm- l c 
bp : 213.2-214.6'C« 
<Hffi0»J2 5 2 ;1- (t7xz;i/-4-^;Mf;t/) -2-i^;u-6- [1- 

(3 14) 

) -2-x^;u^>X^ ^*V-;u (0.300g) , N, N' -#;u*-;i,i;^ 
^ (0.272g) „ 1- [ (3-pt^;v^^) 7P^>] X)l*>7* Y (0.285g) , 
^T-tftT^^D^^^-fe^ (0.256g) 3CP61- (t:7x-;u-4-^;i/pC^;i,) - 
2-^^;U-6- [1- [3- 7D/t>] 

^>x-r^^;-ji/ oh) (o.i78g) %mtzo 

[ft^ft (314) 

'H-NME(DMS0-d6, 5) : 1.30{3H, t, J=7.5Hz), 1.91-1. 99(2H, a), 1.97(3H, s 
), 2.58(ZH, t, J=7.2Hz), 2.90(2H, q, J=7.6Hz) J 3.55-3. 61(2H, ■), 5.60(2H 
, s), 7.18(2H, d, J=8.2Hz), 7.35(1H, t, J=7.3Hz), 7.44(2H, t, J=7.5Hz), 
7.60-7.66(4H, a), 7.69(1H, d, J=8.5Hz), 7.82(lfl, dd, J=1.8 fitjc 8.5Hz), 
8.24<1H, s), 11.98UH, s). 
IR(Nujol) : 1671a- 1 . 
ap : 89.9-91.2*C e 

<$mm2 5 3 ; 1- (4-tf7iz;MfW -2-x^;i,-6- (l-^> 
*>7>))sib=L)\,±)\,n*:4 )\,) ^X<< 5*>V-;u (3 1 5) cr>6fi£> 

WK«9 8cD»»t«l\ 6- -1- (4-t7iz;Mf;H -2- 
x^;^>x-f * (o..300g) , k, »' -*;i/*-;i/s;^ * (0.2 

72g) s 1-^>^>^W>75 K (0.254g) * 97*? ^5 p £ > (0. 



WO 97/24334 



PCT/JP96/03S58 



234 

256g) (4»t7x-;M^) -2--xf-;i/-6- (i-^>* 

^>XJ \ yv-fr (3 15) (o.258g) 
(315) ©fcfi] 

'H-NMRtDHSO-dG, 6) : 0.87(3H, t, J=7.2Hz), 1.22-1.39(4^ m} } 1.30(3H, t 
, J=7.5Hz), 1.66-1. 73(2H, m), 2.90(2H, q, J=7.4Hz), 3.5H2H, t, J=7.7Hz) 
, 5,60<2H, s), 7.18(2H, d, J=8.2Hz), 7.34UH, t, J=7.4Hz), 7.44<2H, t, J 
=7.6Hz), 7.60-7.67(4H, ■), 7.71(1H, d, J=8.4Hz), 7.8K1H, dd v J=1.6 RV 

8.4Hz), 8.27UH, d, J=l.lHi). 11.92UH, s). 
IMNujol) : 1682cb-'c 
up : 175. 3-178. 4°C e 

<nMW2 5 4 ; 6- (1- 7* >Z)\,*=fr*)W*<t )\>) -1- (2, 4- 

^^7DD^>yjl/) -2-xf-;i/^>XW S V s J-)l> (3 16) (D£i$L> 

2-x?-;i^>>C^ t¥^J-)l (0.300g) , N, N' -tDbft—fris < X ¥ y J—)l> ( 
0.258g) , 1-79>X**>7$ K (0.217g) , *J?V Vis* D * >7=-fe > (0 
.262g) 3fP«b6- <l-:T*>x;i/*-;i>*;i/M^;i/) -1- (2, 4-^^dd^ 
>v;i<) -2-x^;i^>X-Y ( 3 1 6) (0.253g) £'t9fco 

[{fc^tJ (316) ©«H£] 

'H-NffiKDMSO-dS, <5 ) : 0.85(3H, t, J=7.4Hz), 1.27(3H, t, J=7.4Hz), 1.35-1 
*.43(2H, n), 1.63-1.70(2H, a), 2.8U2H, q, J=7.4Hz), 3.5KZB, t, J=7.7Hz) 
, 5.59(2H, s), 6.4K1H, d. J=8.4Hz), 7.3ZUH, dd, J=2.0 RtF 8.4Hz), 7.7 
3(1H, d, J=8.4Hz), 7.76(1H, d, J=2.0Hz), 7.81(18, dd, J=1.5 8.5Hz), 
8.12UH, d, J=1.6Hz), 11.87(1H, s) Q 
IR(Nujol) : 1694cb- 1 0 
op : 175.7-176. 9'C 
<WMJ2 5 5 ; 1" (4-K7x^;M^) -2-x*n,- 6 - [1- (3- 
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7£>;ui>*-;i,a;i,A^;u] ^>X4 S fJ-)l (3 17) ®G 

i^;^>x^ **V-;u (0.300b) * N, n* -tuiX-jiyj $ £*y-;u ( 0 .2 
72g) , 1- (3-^^;i/) 7^>^;^>7'=; K (0.254g) , i?7Mf d »> 
>7±> (0.256g) frfcl- (4-t7i_;MfW -2-x^-e- [i- (3 
-^;i>) 7*>Z)\,*-j\,i:;i>/^<{ )l] ^>X^ * *v-;i, (3 17) (0. 
273g) 

(317) 0Dt)£] 

'H-NHRtfMSO-de, <5 ) : 0.85<6H, d, J=6.5Hz), 1.30{3H, t, J=7.4Hz), 1.55-I 
.62<2H, a), 1.63-1.70(1H, m), 2.90(2H, q, J=7.4Hz), 3.52(2H, t, J=7.9Hz) 
, 5.6K2H, s), 7.19{2H, d, J=8.3Hz), 7.35(1H, t, J=7.4Hz), 7.44(2H, t, J 
=7.5Hz), 7.61-7.66(4H, a), 7.71(1H, d, J=8.5Hz), 7.81(1H, dd, J=1.6 
8.4Hz), 8.27(1H, s), 11.95UH, s) e 
IR(Nujol) : 1682ca- l c 
■P : 102. 8-104. SXU 

<^ifc0>J2 5 6 ; 1- (2, 4-'^DD^>y» -5- jl h * ^>*;u^-;u 
-2-^^i/-;>x^^^\/-;i/ (3 18) 

5&£#J1 4®fi&£.m\ 4-T-fe^;bT^ y -3- - FP^fii^ (1. 
525g) ££fc2, 4-^^dd^>S/> (1.42g) 2)>*>4- [N- (2, 4-^^dd 

S3t£Cfc&<f||fc#|2 4 0£*rei- (2, 4-^^DD^Vi?;!,) -5-^^ 
t/XAsX-fr-Z-t^ji^X-f (3 1 8) (1.476&) ££&Lfc 

o 

[ft^-ti 018) ©«t] 

'H-NBE(CDCh, <J) : 1.42(3H, t, J=7.lHz), 2.57(3H, s), 4.4K2H, q, J=7.1 
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Hz), 5.33(2H, s), 6.35(1H, d, J=8.4Hz), 7.09(1H, dd, J=2.0 RU 8.4Hz), 
7.16UH, d, J=8.9Rz), 7.49C1H, d, J=2.0Hz), 7.96(1H, dd, J=1.5 8.5H 
z), 8.46UH, s) 0 

<H^J2 5 7 ; 5-*;i/**S>-l- (2, 4-^£ DD^>i;;H -2-^ 
^V-OX^ ^ (319) <D£fS> 

5I1MJ5 3©£a£«C\ 1- (2, 4-^^DD^>yjH 
^-;U-2-^^;u^>X>T ^^^-^ (1.465g) *P £5 (2, 
4-y^DD-;>^) -2-*f\n^>X-f ^^V-^ (3 1 9) (1.195g) £ 

Ms** (319) 

'H-NMR(DMS0-d6, 6) : 2.48(3H, s), 5.56(2H, s), 6.53(1H, d, J=8.4Hz), 7. 
32(lfl, dd, J=2.1 RTf 8.4Hz), 7.44(1H, d, J=8.4Hz), 7.73{Ifl, d, J=2.2Hz) 
, 7.78UH, dd, J=1.5 RZF 8.4Hz), 8.15(1H, d, J=1.3Hz) e 

<nfcW2 5 8 ; s-'i\-7*>z)\>*-frtj)w : z<{ -i- (2, 4- 
y^DD^v^i/) -2-*?-;w*>x-< s^v-^ (3 2 0) <ds&> 

m.MM9 8 0^ffitav\ 5-*;i/#**>-l- (2, 4-^^DD^>y;i/) - 
2-^rM>X>f (0.565g) , N, N' -*;btf=;i^>f ^ ( 

0.504g) , 1-:7*>>UI/*>7S F (0.427g) , i?7V D $ > (0 
.473g) #£5- (l-r^^^^*-^*^^^^) "I" (2, 4-^nro^ 
>o;;v) -2-pt^;u^>X-f ^ (3 2 0) (0.690g) 

[fc*tt ( 3 2 0) <D«S] 

l H-NMR(DMS0-d6, <? ) : 0.87(3H, t, J=7.3Hz), 1.41(2H, b), 1.68(2H, m), 2. 
49(3H, s), 3.52(2H, b), 5.58(2H, s), 6.53(1H, d, J=8.4Hz), 7.33(1H, dd, 
J=2.1 RU 8.4b), 7.50(1H, d, J=8.5Hz), 7.73(1H, d, J=2.1Hz), 7.78(1H, 
dd, J=L5 RU 8.5Hz), 8.24<1H, s), 11.97UH, br s). 
IiOJujol) : 1674uf'c 
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«p : 135. 4-139. 2*Cc 

<^i£$2 5 9 ; 1- (4-t7i-;MfiH -5- x. h *i/t>)\,it-}),-l 
-x^;b-s>X^ * y^J-)l (321) (D£&> 

K&flll 4<Dl5&lzm\ 4-7*D tX-)iyiJ -3- ~ h DgB^x^ 
(1.50g) t4-7D^f;i/t7iz;i/ (1.67g) *p*>4- [N— (4-t7^-;u 

^^^^-E-xfjK^^^-jl/ (3 2 1 ) (1.23g) l:g|Uf :a 
libS® (321) <JD*tt ] 

'H-NHRfCDCL, <5) : 1.40(3H, t, J=7.1Hz), 1.45(3H, t, J=7.6Hz), 2.90(2*1, 
q, J=7.6Hz), 4.39(2H, q, J=7.1Hz) ( 5.40(2H, s), 7.09(2H a d, J=8.2Hz), 
7-27{lH, d, J=8.8Hz), 7.34UH, *), 7.42(2H, t), 7.55-7.51(4H, b), 7.97(1 
H, dd, J=1.5 RU 8.4Hz), 8.52(lfl, d, J=1.2Hz)„ 

"OXJ * (3 2 2) <D-£$L> 

-;u-2-Ji^^>X-f S^V-JU (l.OOg) ^61- (4-H7xz^^i/) 
-5"*Jl/^^^-2-a:^^>X^ (3 2 2) (0.870g) 

(3 2 2) <D®m 

1 H-NMR < DMS0-d6 , 6) ; 1.30(3H P t, J=7.4Hz), 2.90(2H, q, J=7.4Hz), 5.57(2 
H, s), 7-17(2H, d, J=8.3Bz), 7.33(1H, a), 7.42(2B, t), 7.63-7.57<5H, n), 
7.8K1H, dd, J=1.6 J&V 8.6Hz), 8.18UH, d, J=1.3Hz), 12.67UH, br s)o 
<^$£#J2 6 1 ; 1- (4-£7x-;M^;iO -5- (1-7* >x;i^-^ 

-2-x^;i^>Xi' * (3 2 3) CD^> 

^&0i9 8 0#&(;:ftV\ 1- (4-f7i-;M^H -5-^;uTtf^v-2- 
x^;i/-<>x^ 3- ^7-^ (0.400g) % K, N'-*^*-^^ * *r-J-)\, (0.3 
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64g) , \-7*>Z)l*>Tl K (0.308g) , Ml^O n * >t=* > (0.34 

2g) (4-t7x-;M^) -5- (i-7*>*;^*-;u*^«-f;b 

) -2-x^;i^>X>f ^ yy-^ (3 2 3) (0.305g) £®fco 
[{b£& (3 2 3) ©tttt] 

'H-NHR(DMS0-d6, <?) : 0.86(3H, t, J=7.4Hz), 1.30UH, t, J=7.5Hz), 1.41(2 
B, b), 1.68(2H, 2.9H2H, q, J=7.4Hz), 3.52(2H, b), 5.59(2H, s), 7.16 
(2H, d, J=8.2Hz), 7.34UH, t, J=7.4Hz), 7.43(2H, t), 7.59-7.65(5H, n), 7 
,80(1H, dd, J=1.6 RXJF 8.6Hz), 8.24(1H, d, J=1.6Hz), 11.97(1H, br s) c 
IR(Nujol) : 1682cn-l e 
Bp : 142. 9-144. 4'C 

<^2 6 2; 1- (4-K7x^f;H -2-x^u-6- (2-/ h 

^^>x^>^;t/^x;v*^^>r;i') ^>x^ ^yy-^ 024) o£j&> 

Hffi099 8<0^«V\ (0.513s) , N, H'-*;w#- 

(0.464g) , 2-* h *5/x* >*;i/*>:r * F (0.420g) ^ 
vTiftTi>yp^>^> (0.438g) frfcl- (4-t:7iZjMf;H -2-x 

3 2 4) (0.487g) fc»fc. 

(3 2 4) ©«tt] 

'H-NHRQHSO-de, ff) : 1.30(3H, t, J=7.5Hz),. 2.90(2H, q, J=7.4Hz), 3.13(3 
H, s), 3.70-3.77<4H, b). 5.60(2H, S a ) -7.18(2H, d, J=8.2Hz), 7.35(1H, t, J 
=7.1fiz), 7.44(ZH, t, J=7.5Hz), 7.60-7.67(4H, a), 7.70(1H, d, J=8.5Hz), 7 
.80(1H, dd, J=7.4 RXf 1.3Hz), 8.25UH, s), U.97UH, s). 
IR(Nujol) : 1684cb- 1 o 
bp : 94.6-97.2-Cc 

<%MW2 6 3 ; 6-x h****#x*-2-x*;i,-l- [4- (4-7* 
*n*>y;W*3/) -O^] ^>X>f^^-^ (3 2 5) CD£*S> 
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4-7D¥*-)lTl ; -3-TAy£&if®x^;b (0.534g) N &&;*?>J£A 
(0.374g) , £fl:4- (4-7)l^D^>^)l^^^» (0.800g) , RB 

x*» (5nl) , * (3ml) 0B£«75^M6RH»#Ufc. £«Jg£iI*&LT 

»6iifcaat:x^-/-^fc36xa« (o.46g) mz, mmmmTrz^rmn 

- l»mm : ^*tf>/BBx**=l/l) -e»H-r5Ci:tJ:D> 6-xh* 
^*^#x;i/-2-x^;u-l- [4- (4-7;u*D^>i?;i/ar#^) >$;;!,] 
^>X*f ^ *V-;u ( 3 2 5 ) (0.228g) fcfcfc. 
(3 2 5) CDtttt] 

'H-NME(CDCh, 6) : 1.40(3H, t, J=7.1Hz), 1.42(3H, t, J=7.5Hz), 2.86(2H, 
q, J=7.5Hz), 4.38(2H, q, J=7.1Hz), 4.97(2H, s), 5.32(2H, s), 6.88(2H, 
d, J=8.7Hz), 6.98(2H, d, J=8.7Hz), 7.05(2H, t, J=8.7Hz), 7.37(2H, ■), 7. 
76<2H, d, J=8.4Hz), 7.98(1H, dd, J=1.5 fiV 8.5Hz), 8.02(1H, s). 
<^8te#J2 6 4 ; 6-*;i/sJ?*3/-2-xf-;i/-l- [4- (4-^;i/^n^> 
^>^;i/] ^>x-f ^v-;u (3 2 6) a£f&> 

-7)U*n^>i/j\,**i,) ^>*;;b] "0X4 5 *V-;u (0.225g) £>£>6- 
#;i/#*S/-2-x*-;b-i- [4- (4-7;i/^-D^;>i;;!/^-^^) ^ 
>X-f 5*V-;U (3 2 6) (0.175g) £$feo 

026) 

l H-NMR(DKS0-d6, 6) : 1.28(3H, t, J=7.4Hz), 2.89(2H, q, J=7.4Hz), 5.01(2 
H, s), 5.47(2H, s), 6.95(2H, d), 7.03(2H, d), 7.18(2H, t), 7.45(2H, 
7.62(1H, d, J=8.4Hz), 7.77UH, d, J=8.4Hz), 8.05UH, s). 
<^&#J2 6 5 ; 6- ( 1 - 79>Zfrfc-JUli)),/^4 )\,) -2-x^;u- 
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( 3 2 7 ) <0£&L> 

HJBW9 8©*ffit:tti\ [4- (4-7;i># 

o^^**:/) ^>x-f ^^-^ (0.171b) , n, 

(0.137g) , S^V*^*^* H (0.116s) s ^TiftTS/ 

^n^vx-trv (0.129?) <?e»»«©6- (l-r*>^^*-;i/*;w^;v) 
-2-x?-;i/-i- [4- (4-7;ud-n^>2/;t/**'» ^>^;u] ^>a^r < V 

^fcCJ:!)* 6- -2- 
[4_ (4-7;w^-o^>^^^"^r^) ^>3/;i/] ^>x-r ^ yv- 

^r^x-'i'AS (3 2 7) (0.140g) 
(3 2 7) 

'H-NMR(DMSO-d6, (5) : 0.83(3H, t), 1.25(3H, t), 1.35(2H, b),1.61(2H, a), 
2.84(2H f q), 3.27(2H, n), 5.0H2H, s), 5.42(2H, s), 6.95(2H, d, J=7.8Rz 

), 7.02(2H, d, J=7.8Hz), 7.17(2H, t) f 7.44(2H, 7.57(1H, d, J=8.1Hz), 
7.82UH, d, J=8.1Hz), 8.12UH, s) c 

IR(Nujol) : 1614cm' 1 * 

up : 105-115'Co 

<mmi 6 6; 1- [4- (3,.4-5^nD^:vS>;u**5/) ~ 
6-xb^i/*;i/#-^-2-xfM>^ S £V-ju (3 2 8) <D&&> 

m&mz 6 3o^*cttv\ 4-rn ^-;ur ^ y -3-r S&#©x^ 
;w (1.81g) fcftfc4- (3, ^>^;^ (3.l8g) <p 

61- [4- (3, i-i?$nus<>i/fy**i/) 'Oisfrl -6-xV*i/£jl/#- 
;-,-2-x*^>X-f ^ tr*J-fr (3 2 8) (2-01s) £ft fc„ 
(3 2 8) ©«H] 

l H-NHR(CDCh, <5) : 1.40(3H, t, J=7.1Hz), 1.42(3U, t, J=7.5Rz), 2.86(2H, 
q, J=7.5Hz), 4.38(2H, q, J=7.1Hz), 4.97(2fl f s), 5.33(2H, a), 6.87(2H, D 
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), 6.98(2H, in), 7.22(1H, dd, J=2.0 W 8.3Hz), 7.44(1H, d, J=8.3Hz), 7. 
50(1H, d, J=2.0Hz), 7.76(1H, d, J=8.6Rz), 7.97(1H, dd, J=1.6 RU 8.6Hz) 
, 8.02(1H, d, J=1.3Hz)o 

<nmM2 6 7 ; 6-*^#**>-l- [4- (3, 4-S^ n n^yi/ji** 
i/) -l-^J-ll^yXJ l^J-Jl (3 2 9) 

m&W5 3(Djj&lZft\,\ 6-^h^ri/*;i/^-;i/-2-x^;i,-i- [4- (4 
~y)^u^>V)^^-i/) ^>>;i/] ^>X>r^yy— ;u (2.0lg) ^e>6-* 
[4- (3, 4-i/f7uv<>i;)\,***» ^>s;;u] -2-x^;v 
^>X-f^V-;M3 2 9) (1.82g) Zfttz* 
(3 2 9 ) 

'H-NMR(DMS0-d6, <5 ) : 1.28(3H, t), 2.88(2H, q), 5.05(2H, s), 5.47(2H, s) 
, 6.96(2H, d), 7.04(2H, d), 7.39(1H, a), 7.68-7. 59(3H, d) s 7.78(1H, d, J 
=8.4Hz), 8.06(1H, a)o 
<^MM2 6 8 ; 6- (1-7* >X)l^)ii3jv^=e^ jv) -1- [4- (3, 

^x^AJE (3 3 0) (D^&> 

*«S«9 BO^aEK:fi£l\ [4- (3, 4-^DD^>>? 

;i/*^>) -2-x^;i/^>X-f (0.500g) , N, N 9 -*^ 

5t?-;i^* 5*V-JU (0.356g) , K (0.301g) , vTift 
^^n»i?>x-b> (o.334g) 3fc&»tt$?6- (l-r^ 
) -1- [4- (3, 4-> ? £nrD-OS;^2i-*i') -2-x^;u^>X 

fcSW*^fc*TS£i:K:J:!K 6- (1-7*>;^*x;i,£;um^;i,) - 
1- [4- (3, 4-*>"£PD^>i;;M-3r->) 'OS/flO -2-x^;i/^>X>f i 
*V-;i^>*=£A« (3 3 0) (0.51g) 
[fc£ft (3 3 0) ©»tt] 
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! H-NME(DMS0-d6, 6) : 0.82C3H, t, J=7.3Hz), 1.26<3H, t, J=7.4Hz), 1.31(2 
H, n), 1.54(2H, b), 2.84UH, q, J=7,4Hz), 3.07(2H, n), 5.05(2H, s), 5.41 
(2H, s), 6.95(2H, d, J=8.7Hz), 7.00(2H, d, J=8.7Hz), 7.41(1H, d, J=8.2Hz 
), 7.46(1H, d, J=8.4Hz), 7.62UH, d, J=8.2Hz), 7.68(1H, s), 7.81<1H, d, 
J=8.4Hz), 7.97(1H, s)„ 
IR(Nujol) : 1540co-'o 
rap : 99. 5-101. 5-Cc 

<5Qb«2 6 9 ; 1- (4-t7xi;Mf« -6- (n-7rAii;w^^ 
;u) -2-xf^>X>f = (3 3 1) ©£j&> 

;u-2-x3SO^>X^ ^ *V— (0.400g) , n-7f^7; > (0.233g 
) . &£Zfib "Jx^;ut^> (0.215g) fr&l- (4-K7iz;Mf;H -6- 
(n-r^l^W^e^ ;i/) -2-x*JW>X-f ^ tr*J—)V (3 3 1 ) (0.295g 

) fclffCo 

[fli^fc (331) «D*«] 

l H-NMR(DMS0-d6, 5) : 0.95(3H, t, J=7.3Hz), 1.37-1. 48(2H, a), 1.45(3H, 
t, J=7.4Hz), 1.57-1.63(2H, n), 2.90(2H, q, J=7.5Hz), 3.46(2B, q, J=7.1Hz 
), 5.42<2H, s), 6.16UH, br s), 7.10(2H, d, J=8.1Hz), 7.34<1H, t, J=7.5H 
z), 7.42{2H, t, J=7.5Hz), 7.48-7.57(5H, a), 7.87(1H, d, J=8.4Hz), 7.91(1 
H, s)o 

ll(Nujol) : 1621ca' l o 
ip : 170. 5-173. (TC, 

<?mffl2 7 0 ; 1- (4-t:7x-;i/^iV) -2-Xr;i/-6- (f7 4 ;- 

*-2— f^a/w^-r^) -<>X>r ^/-^ (3 3 2) cd^> 
JOtm 50#S£ttv\ l- (4-t:7x-;M^;i/) 

J1/ - 2 -xf;K>X'f S^V-Adfflffl (0.400g) > 2-?;;^7V'Hl/ (0. 
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318g) x ib^lFh'JxW^ (0.215g) 3^61- (4-C7iz;MfJH - 
2-x?-;t/-6- (f7v-;i/-2-^;i/*;i//^>f;i/) ^>X4 * (3 
3 2) (0.179g) £fS£o 
[fb£^ (3 3 2)- <D®&] 

'H-NM&dJMSO-dB, d) : 1.48(3H, t, J=7.5Hz), 2.95(2H, q, J=7.5Hz), 5.41(2 
H, s), 6.94{1H, d, J=3.6Hz), 7.06(2H, d, J=8.1Hz), 7.26(1H, d, J=3.6Hz), 
7.32UH, t, J=7.4Hz), 7.39(2H, t, J=7.3Hz), 7.47-7.51(4H, ■), 7.87<2H, 
s), 8.03(1H, s), n.l5(lH, s)„ 
IR(Nujol) : 1652m- 1 . 
up : 2Z5.5-227.7-C 

<%Mmi 7 1; 1- (4-£7x-;b;*7^iO -2-^;u-6- (2-t:'J 
*J)v±)),n=£<t)\,) Xtrv-fr (3 3 3) <n<&m> 

mMWS 8<Dfi&lzm\ 1- (4-t7x-;^^) -6-*;^^-2- 
x?-;t^>x>f = ^y-ji/ (0.300g) % n, IP -jb/u^-^s;^ **V-;u (0.2 
72g) , 2-7> *y tTUv> (0.158g) , r/Tlft^^o^fHrV (0.256g) 

£1- (4-e7 jl^m^a) (2-tyy^/*;uA=-r;b) 
•^>X-f * (3 3 3) (0. 116«) %ntz<> 

[ft A* (3 3 3) 

l H-m(CDCh, d) : 1.47(3H, t, J=7.6Hz), 2.93(2H, q, J=7.4Hz), 5.45<2H, 
s), 7.06UH, dd, J=7.4 4.9Hz), 7.10(2H, d, J=8.1H«), 7.34(1H, t, J 

=7.4Hz), 7.42{2H, t, J=7.6Hz), 7.5fi-7.55(4H, ■), 7.75(1H, t, J=7.9Hz), 7 

.79(1H, d, J=8,4Hz), 7.86(1H, d, J=8.4Hz), 7.98(1H, s), 8.30(1H, d, J=6. 

2Hz), 8.38(1H, d, J=8.4Hz), 8.62(lH,s) 0 

Ifc(Nujol) : 1661CB"'* 

HP : 160. 9-164. 5-Co 
<*HW!I2 7 2 ; 6- (n- 7f-;i/jtj;w«< AO -1- (2, 
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>P)l) -2-^fM>X'f KW-fr (3 3 4) <D£&> 

JV) -l-^3-)\>^yX4 I *V-;i/JfiK« (0.300g) , M)xW1,;pa> (o,i 

8ig) , n-r^;i/T^> (o.i96g) a>*>6- (n-r^;i/7j;w^e>ni,) -i- (2 

, I-WUWOVK) -2-^f-^^OX-f = ^V-^ ( 3 3 4 ) (0.156g) 
[<t£#J ( 3 3 4) 

'H-NMR(CDCb, 6) : 0.96(3H, t, J=7.3Hz), 1.37-1.43(2H, m), 1.55-1.62(2H 
, a), 2.56(3H, s), 3,46(2H, q, J=7.0Hz), 5.40(2H, s), 6.15(1H, br s), 6. 
32UH, d, J=8.5Hz), 7.07(1H, d, J=8.4Hz), 7.48(1H, d, J=2.0Hz), 7.55(1H, 
d, J=8.4Hz), 7.74(1H, d, J=8.4Hz), 7.79(lH,s). 
IR(Nujol) : lBSBca-'o 
bp : 146,6-147. 5*C 0 
<Jfilfi«5 3 ; 3- [sec- (2 ? 4-;^nD7x^W -4--h 

3-7;i/aTa-4--hDSASR (0.877g) hsec- (2, 4-^£dd7x* 
(2.25g) (Dh;ux> (5ml) S%^151QIBAllft3i»Ufe s 

3- [see- (2, 4-^^dd7jW) 7^] -4-- h nSjaMoa* 
ffr&£&£o at:x^;-ji/ (80il) v i:97%5&& (3.0g) inn*. 4.5ff#B3in 

2/1) T*»-r5^i:t:J:!3^ 3- [sec- (2, 4-^^dd7x^;H r^y 
] -4--hDllfix^ (l.l6g) £f#fco 
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'H-NMRCCDCla, 6) ; 1.35(3H, t, J=7.1Hz), 1.64(3H, d, J=6.6Hz), 4.30(2H, 
q, J=7.1Hz), 5.16{1H, m), 7. 18-7, 31 (4H, n), 7.43(1H, d, J=2.0Hz), 8.21( 
1H, d, J=8.8Hz), 8.34(1H, d, J=5Hz) 0 
<KieW5 4 ; 4-7*^-3- [sec- (2, 4-^dd7i^) ^? 

3- [sec- (2, 4-^^DD7x^fiH T^y] -4-- h DSAfBif- 
A> (1.14g) , &5c& (1.60g) , x*;-;i, (10ml) ^.fctfgm (5al) 

" : ^^r^>/^x^=2/l) "C«IK-rscifcK:«J:t) N k-7\j 

-3- [sec- (2, 4-y^Dn7x^M 7^y] £J68R:rf-;v CO. 920*) 

'MMEKCDCh, 6) : 1.3K3H, t, J=7.1Hz), 1.52(3H, d, J=6.7Hz), 3.56(1H, 
br s), 3.79(2H, br s), 4.23(2H, q, J=7.1Hz), 4.96(1H, q, J=6.7Hz), 6.68 
(1H, d, J=8.0Hz), 7.03UH, d, J=L7Hz), 7.15(1H, dd, J=2.1 &tf 8.4Hz), 
7.35(1H, d, J=8.4Hz), 7.39-7.43(2H, b)„ 

<SOM!2 7 3 ; 1- [sec- (2, 4-y^DD7i^M ] -6-:l 
V7?;u^-;u-2-yT-;i/^>X^ = *V-)l/ (3 3 5) CD-£j6&> 

4- 7^ y -3- [sec- (2, 4-j;irDD7i*^) SASRx*- 
;i/ (0.900g) OKU5?> (2.0ml) Jg*t, §&TTJg<tT-t^;V (0.243g) * 

S*-r5C:i:K:J:t). 4-4-7>-fe^;ur ^-3- [sec- (2, 4-v£dd?x 
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-;u (20*1) KSfrU 36%igK (0.4ml) *MiT2l«BllD«4S«tfe. KKtK 

« : *Kxf-^/^^y-^=20/l) T»Ht5ii:t:J:&. 1- [sec- (2, 

V/-;t> (3 3 5) (0.700g) fcftfco 
(3 3 5) ©Wtt] 

'H-NMMCDCh, 6) : 1.38(3H, t, J=7.2Hz), 2.01(3H, d, J=7.2Hz), 2.63(3H, 
s), 4.29-4.40(2H, ■), 5.89<1H, q, J=7.2Hz), 7.37(1H, dd, J=2.2 RV 8.4 
Hz), 7.40UH, d, J=2.0Hz), 7.52(1H, d, J=8.4Hz), 7.67{1H, d, J=8.4Hz), 7 
.86(1H, s), 7.9K1H, dd, J=1.4 8.4Hz)o 

<SQB«2 7 4 ; 6-^;v^^r->-l- [sec- (2, 4-^^DD7i*f;i/ 
) ] -2-^f-;i^>x^ (3 3 6) <D<&&> 

3<0>&i£K;ttV\ 1- [sec- (2, 4-^^DD7x^^) ] -6- 
x h^ri/^;i/^x;u-2-^f-^>X>r iy y J-)b (0.690g) ^^6-^;b^^ 
«>-l- [sec- (2, 4-^*DD7x*3 L ;i/) ] -2-^^;i/^>X-f S.*V— 
)l (3 3 6) (0.447g) ftfffe. 

[^(3 3 6)©M 
■'H-NKEfUMSO-dB, 6) : 1.88(3H, d, J=6.8Hz), 2.57(3H f s), 6.01(1H, q) s 7. 
55(1H, d), 7.60-7.67(3H, n), 7.7K1H, d), 7.89(1H, d), 12.65UH, br s) 

<fUi60>J2 7 5 ; 6- (1-7* >;^*x;u;b;un^ ;i0 -1- [sec- ( 
2, 4-y^DD7iW) ] -2-/^;^>X^ (3 3 7) 

&JKM9 8©*Sfc:ttV\ 6-*;u^^r^-l- [sec- (2, 4-^*DD7x 
**7I/) ] -2-/^/l"^>*^ (0.433g) , N, N'-*Jl/#x;i,^ 

*$r\/-;i, (Q.4l2g) N 7*>X)\,*>Tl h* (0.348g) N tTv* n £ > 
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(0.386g) ^£6- (l-7^>^^*-;i/*;W^-f;u) -1- [sec- ( 
2, 4-^DD7i^f;t,) ] -2-pt^-OX^ i¥"J-;i (3 3 7) (g) 
*»fc. 

[fc^tt (3 3 7) tO*fi] 

'H-NMECDMSO-de, 6) : 0.84(3H, t, J=7.3Hz) t 1.34(2H, b), 1.57(2H, a), 1. 
89(3H, d, J=7.0Hz), 2.49(3H, s), 3.07<2H, b), 5.954UH, q, J=7.0Hz), 7,4 
1UH, d, J=8.7Hz), 7.56<1H, dd, J=2.1 RV 8.5Hz), 7.6H1H, d, J=2.1Hz), 
7.74-7.79(3H, ■). . 

<MKW2 7 6 ; . J- (4-e7x-;Mf;i/) -2-x^-6- (7i3 

^yXJ (3 3 8) (D£$L> 

$mMl 5co?3&izm\ 1- (4-e7i-;M^) -6-£dd*;i,#- 
;i<-2-a:^;i/^>X^ 5^V/-/USKJH (0.300g) , h 'Jxfjl/7;> (0.243 
g) , T-U> (0.224g) ^e>l- (4-e7x-;MfW -2-x?-;u-6- ( 
7 3L-;u*;w^-f;b) ^>x^^^y-;b ( 3 3 8 ) (0.195g) £$fc„ 
(3 3 8) ©*tt] 

'H-NME(CDCl 3j 6) : 1.47(3H, t, J=7.5Hz), 2.93(2H, q, J=7.5Hz), 5.44(2H, 
s), 7.1K2H, d, J=8.2Hz), 7.14UH, t, J=7.4Hz), 7.32-7. 38(3H, i), 7.42< 
2H, t, J=7.4Hz), 7.51-7.54(411, a), 7.63(2H, d, J=7.8Hz), 7.69(1H, dd, J= 
8.4 RV 1.6Hz), 7.84<1H, d, J=8.4Hz), 7.88(1H, br s), 7.97(lH,d,J=1.5& 

)c 

IR(Nujol) : 1647CB- 1 ,, 
ap : 171.7-172.1 "Co 

<gMM2 71 ; 1- (4-t7zz^f;i/) -2-x^;i/-6- (1, 3, 4 
— *7*s7V—fl,-2-'( jl) < (3 3 9) 

«> 

**9 8©^atavv 1- (4-t7s=;MfW -6-£;u#*v-2-x 
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f-;^>X-f z^J-ji (o.300g) , N, N'-*;i/*^;i^ (0.272 

g) . 2-7 7 ^y-l, 3, 4-?7¥T^-)l> (0.170g) , vTif \Z*/tut>>7 
(0.256g) ^£1- (4-t7x-il/^W -2-xf-JV-6- (1, 3, 4- 
^ ri ; r y-. ;l/ _2-^; l/ i;u;^^;i,) ^>X-f (3 3 9) (0.23 

4g) £$*io 
[{t£& (3 3 9) 

'H-WJUCDCh.d)) ; 1.45(3H, t, J=7.5Bz), 2.90(2H, q, J=7.5Hz), 5.53(2H,s 
), 7.07(2H, d, J=8,3Hz), 7.33(1H, t, J=7.5Hz), 7.40(2H, t, J=7.3Hz), 7.5 
Z(4H, d, J=8.?Hz),.7.89(lH, d, J=8.5Hz), 8.08UH, dd, J=8.5 1.6Hz), 
8.34UH, d, J=1.2Hz), 7.60(1H, s), 12.26UH, s)«> 
IR(Nujol) : 1654cif 
mp : 230. 1-233. 4*Co 

<H&#)2 7 8 ; 1- (4-li7rZjMfW -2-x*\>U-6- (rh^; 
_ ;1/ _5-^ ;V/ ^; W ^^;U) ^>XJlW-» (3 4 0) <D£&> 

ifM>X-f^V-^ (0.300g) , N, r-*fr#=.»*J4iy*J-X> (0.2 
72g) , 5-7^rh7^ (0.143b) , v7lft^D^rt> (0.256g 

*;w^;i/) ^>X^^Hl ( 3 4 0) (0.135g) £fcfc. 
(34 0) ©«43 

l H-NHR(DHS0-d6,5) : 1.32(311, t, J=7.5Hz), 2.93<2H, q, J=7.5Hz), 5.6K2H 
, s), 7.23(ZH, d, J=8.1Hz), 7.34(1H, t, J=7.4Hz), 7.44<2H, t, J=7.6Hz>, 
7.60-7.67(4H, ■), 7.76<1H, d, J=8.5Hz), 7.98(1H, d, J=8.6Hz), 8.46QH, s 
), 12.30UH, s), 15.95(1H, s). 
IR(Nujol) : 1667cm* 1 o 
BP ; 273. 1-276. O^C 
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<nMW2 7 9; 1- (4-t7xz;M^) -2-xf-;u-6- (1, 3, 4 
- h U^y-^-S-^U^UA^^) (3 4 1) cd£j$ 

> 

x^;i^>x-< ^*r^-;i/ (0.300g) , N, N'-^A^x;^^^--^ ( 0 . 2 
72g) , 3-7* ^-1, 3, 4-H;7^-;i/ (0.141g) N ^T1fe'>^De7>x 
<0.256g) ip^l- (4-e7x-;M^l/) -2-x*;i,-6- Q, 3, 4- 
MJ7^-3--{;^;w^^;i/) ^>X-f ( 3 4 1 ) (0.224s 

) Zfttz* 
UtG® (341) 

'H-NHRfDMSO-de.S) : 1.33(3H, t, J=7.4Hz), 2.93(2H, q, J=7.4Hz), 5.63(2H 
, s), 7.17<2H, d, J=8.3Hz), 7.35(1H, t, J=7.4Hz), 7.44(2H, t, J=7.5Hz), 
7.60-7.65(4H, *), 7.78(1H, d, J=7.4Hz), 7.83<1H, dd, J=8.4 Stf 1.5Hz), 
8.17(1H, s), 8.77(2H, s), 12.04UH, s) e 
IR(Nujol) : 1675cm' ' 0 
«P : 263.4-266. 2*C<, 

<mm^2SQ ; 1- (4-t7xz;Mf;i/) -2-xfJb-6- (J, 3, 4 
-h'Jr;-;!/^-^;^^^^) ^>X^ ^ (3 4 2) <o^m 

> 

^f-ft'OZJ (0.300g) N v N, t **V-;U (0.2 

72g) , 2-7^-1, 3, 4-H;7V/-» (O.Hlg) , S>*T1f £ p t> 
■t> (0.256g) frfci- (4-bT7x-;up(^) -2-x^;i,-6- (1, 3, 4- 
h >J7^-2->f;^;w^>f^) 'OX-f S*V-;u ( 3 4 2) (0.215s 
) ft»fc. 

[fc£4fc (3 4 2) ©*(S] 
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'H-NME(DMS0-d6, 5) : 1.3K3H. t, J=7.4Hz), 2.92<2H, q, J=7.4Ht), 5.60(2 
H, s), 7.23(2H, d, J=7.8Hz), 7.34(1H, t, J=7.2Hz), 7.44(2H, t, J=7.6Hi), 
7.60-7.66(4H, d), 7.72(1H, d, J=8.3Hz), 7.78(1H, s), 7.95UH, d, J=8.3H 
z), 8.43(1H, s), 11.85(1H, s), 13.57(1H, s)„ 
IR(Nujol) : 1659cm- '« 
np : 306.0*C(#S). 

<Hfl6^2 8 1 ; 1- (4-C7x-JMfJH -2-x^U-6- (3-K'J 

'OX-f^V-* (3 4 3) «te*> 
JW«9 8ffl*ttCKV\ 1- (4-K7i^)Mfft) -6-*;V*-^r->-2- 
3.f-*i>X4%M-»> (0-300g) . N> V-h*#-*V4%W-» <°-2 . 
7Zg) s 3-7^e'jy> (0.158g) , S^iftT^n^?*:/ (0.256g) * 
61- (4- K7 -2-^^-6" (3-Ky^*W«^) 

^>X-f 5. (3 4 3) (0.229g) SSfc. 

(3 4 3) ©«Jtt] 

•H-KMR(CDCh, 6) : 1.47UH, t, J=7.6Hz), 2.93(2H, q, J=7.4Hz), 5.45(2H, 
s), 7.MKZH. d, J=8.1Hz). 7.29-7.36(2H, ■), 7.42(2H, t, J=7.4Hz), 7.53( 
4H, d, J=8.0Hz), 7.7K1H, d, J=8.5Hz), 7.86UH, d, J=8.4Hz), 7.97(1H, s) 
, 7.98UH, a). 8.27UH, d, J=8.4Hi), 8.3B(1H, d, J=4.7Hz), 8.68(18, d, J 
=2.5Hz). 

IR(Hujol) : 1644m-'. 
op : 124.4-125.6*0. 

<H!fi0»J2 8 2 ; 1- (I, -2-***-6- (2-K 

2-*f-JWX-f 5*V-* (0-300g) , N, r-*>A#=/bi?-f ( 
0.290gK 2-7S^V*> C-^g) .' yrifK^* n-»5=*> (0.273g 
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) *»e>l- (2, 4-s;^DP^>i/M -2-**;u-6- (2-t'Ji?;i/3b;w^ 
^>X^^ (3 4 4) (0.152g) 
(3 4 4) 

l H-NHH(CDCl 3j 5) : 2.59(3H, s), 5.43(2H, s), 6.33(1H, d, J=8.4Hz), 7.06 
-7.10(2H, ■), 7.50(1H, d, J=2.1Hz), 7.77(lH t dt, J=7.8 1.9Hz), 7.83 
(2H, s), 7.88(1H, s), 8.30(1H, d, J=3.7Hz), 8.39(1H, d, J=8.3Hz), 8.78(1 
H, s) Q 

IR(Nujol) : 1666ca-' 0 
nip : 157.4-159. 2*C„ 

<mnm2S 3 ; l- (4-t7x-;M^) -2-^^;i/-6~ 
VtofDM^j **>X<< ZW-fr (3 4 5) (O^WL> 

S1M*9 8©#fcfcfi£i\ 1- (4-t7x-/M^) -6-£;u**;>-2- 
xfM>X>f s*V-;u (o.300g) , N, N'-*;i/^-;i/^>f s*v-;i/ (0.2 

72g) , 4-7^KUi?> (0.158g) , i^tf tT^£ n f? >^-fe > (0.256g) 
£1- (4-t7x-;M^l/) -2-x^;p-6- (4-K»J^;i/*;u^~-f;i/) 
^>X>T **V-;i/ ( 3 4 5) (0.153g) Zfttzo 
lit&h (3 4 5) 

l H-JiMR(CDCL, 6) : 1.48(3H, t, J=7.4Hz), 2.94(2H, q, J=7.4Hz), 5.45(2H, 
s), 7.10(2H, d, J=8.1Hz), 7.35(1H, t, J=7.4Hz), 7.42<2H, t, J=7.4Hz), 7 
.50-7.60(6H, a), 7.69H1H, d, J=7.8Hz), 7.86(1H, d, J=8.3Hz), 7.95<1H» s 
), 7.99(1H, br s), 8.54(2H, dd, J=1.5 »V 4.7Hz)„ 
IR(Nujol) : 1663c*- 1 <, 
ap : 123. 8-124. 7°C„ 
<K£#|55 ; N- -4-T-lr^;i/T^y-3- 

»£092 8©*a«=ttt\ 4-7-fef-;i/T^> r -3-i:haSjBLsa UO.Og 
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) , N, ]&'-i3)),tf=Lfl,i?<{ *tr*j-)\> (9.40s) * i -7*>*)vx>7* h ( 
7.92g) t$jLTf*JTV\Zi't?a$>T-k> (8.83g) fr&N- (l-7*>*;i/* 
-;U) - 4 -Z-tr^-n^y- 3 -^Fd^>X7; K (10.75g) 

l H-NMR(DHSO-d8, (5) : 0.87(3H, t, J=7.4Hz), 1.37-1. 44(2H, m), 1.64-1.7K 
2H, a), 2.12(3H, s), 3.52(2H, t, J=7.7Hz), 7.83(1H, d, J=8.6Hz), 8.21(1H 
, dd, J=8.6 RU 2.1Hz), 8.54(1H, d, J=2.2Hz), 10.56(1H, s), 12.32(1H, s 
). 

;-3--hD^>X7; h* (10.75s) iP&K- ( 1 -7* -3 
-T^y-4-T-fex;V7'^y r ^>Xr^ h* (3.04g) 

l H-NMR(DMSO-d6, d) : 0.86(3H, t, J=7.3Hz), 1.33-1.43(28, b), 1.59-1.67( 
2H, b), 2.07(3H, s), 3.37-3.43(2H, t), 5.12(2H, br s), 7.13(1H, dd, J=8. 
2 2.0Hz), 7.28(1H, d, J=1.9Hz), 7.40(1H, d, J=8.3Hz), 9,09(1H, s) D 
<ffilit^5 7 ; K— ( 1 -:7*>yUl/*-;u) - 4-T-tr^;i/T ^ 7-3- 
[4- ( 2 — t: >; ^>y>7; y ] ^VXT^. K©BHt> 

2flD*ttc«v\ N— (l -.^^>^;u^-;u) -3-7^-4- 

7W7;M>X7U* (0.400g) fc 2 - [ 7x-^ 

] k>js;> (o.477g) fr&N- (1-7* >*»*=*) -4-7^^75; 

<HJ6flJ2 8 4 ; 6- ( 1 -7* >;uV*~;i/*;w^>f ;u) -1- [4- ( 
^>v^3 -2-^^;U^>X>f 5^7-^ (3 4 6) CD-£j£> 
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^7^-3- [4- (2-eus;;u) '*>*>*;i/7'S ^>xt^ h*offi£ 

fifefejiP^e- ( 1-T , #>7>))sft—)V13)W : £'()],) - 1- [4- (2-fcT'J^ 

;u) ^>y;u] -2-^^;w^>X>f ( 3 4 6) (o.330g) fcfcfc. 

(3 4 6) CD»tt] 

l H-NMR(DMS0-d6 f ) : 0.82(3H, t) J 1.37-1.46(ZH, a), 1.54-1.6K2H, a), 2 
.54<3H, s), 3.10(2H, t, J=7.8Hz), 5.57(2H, s), 7.19<2H, d, J=7.5Hz), 7.3 
3(1H, t, J=5.2Hz), 7.49{1H, d, J=8.4Hz), 7.82-7.87(2H, a), 7.90(lH t d, J 
=8.0Hz), 8.01-8.04OH, a), 8.63(1H, d, J=4.2Hz) B 
IR(Nujol) : 1722ca- 1 e 
mp : 292. 4-298. 4 # C e 

<^I£0»J2 8 5 ; 5-^dp^I/«- l - (2 , 4 -S>'£dd^>s;;u 
) -2-*2\n^c>X-r ^V-^ (3 4 7) iJJ:l5 6-^DD^z;i/-l 
- (2, 4-^^nn^>vM -2->f-;i/^>X>f *£V— ;i, (3 4 8) O 

*£T\ ^dd^>H (20al) £1- (2, 4-^do^>j;M -2 

-^;i^>x>r s^v-^ (4.oog) saoA; ffla-c24«risk 8o*cti.5^ib« 

>DD7A*^-i- (2, 4-y^DD^>i/;i/) -2 ->cf-;^>x-f 5 
^V-/!/ (3 4 7) fc6-^DD^sjl/-l - (2, 4-yi7Dn^>^ 
) ~2-^^;w>X^ (3 4 8) ©a-e-fctfcfc, cto^^ttii*, 

<^ffi#I2 8 6 ; 5-7$ J 7*)\,*=-)V- 1 - (2, 4-^^dd^>^ 
) -2-;**;b^>X>r 5*V-;u (3 4 9) ^6-7;y^w^-l 
" (2, 4-y^Dn^>y» -2-/f\n^>X-f **V--JI/ (3 5 0) CO 
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HXfl 2 8 5 & nfe 5 - > n d 1 - (2, 4-v^dd^> 

-2-^f^>X>f^r;-^t6-^no7W-;i/-l- (2,4 

r>^-T7K(100Bl)T*^Tm^5a§^^» Btt**9JT*;:i:fc*!K 5- 
l - (2, 4-y>DD^>^) - 2-^;k>x^ ^ 

(3 4 9) h6-r^yx^^-^- 1 - (2, 4-^na^>^ 
) - 2-y^;i/^>X-C ^^V-^ (3 5 0) <Bl/lSett (2.68g) Zfttz* 

(3 4 9) (3 5 0) ©fi£»0«H4] 

'H-NHRtOhOD, 5) : 2,52(3/2H, s), 2.54(3/2H, s), 5.54(2H, s), 6.55(1H 3 
d, J=6.9Hz), 7.17(1H, d, J=8.0H2), 7.52(1H, s), 7.65-7.78<2H, ■), 7.82(1 
/2H, s), 8.1K1/2H, s)o 

<ISJ&#J2 8 7 ; 6- (n-^1^ U;i/7 * J - 1- (2, 4 - 
*;^nD^>^) -2-^^;^^>x>r £ (3 5 1) 5- (n 

-Mi/U;i/7^^toH -i- (2, 4-^^dd^;i/) -2-*9 

)\,s<yX4 ^V^J-Jl (3 5 2) 0D^> 

5-7UXJ^^-l- (2, 4-S?^oo^>^) -2-^r^-^> 
X>f 1 ~ <2, 4-^^od^>^) - 

(O.SOOg) WddW (IbI) 

hijx^;VT^> (0.56nl) s Sflsn-^l/U^ (0.326g) £Jn^ gSt?48 

. BI8U S/Ufcyndb^A^nTh^?*- (&&& : ^a^/^ 

) -1- (2, 4-s;^nn^>^;i/) - 2 -;*x;i^>X>f 5 VJ-)it 6 - 
(q-AVU;P7^^W-M -1- (2, 4-^DD^>i?jV) -2- 
y*-;i^>X-f = jrV-^fiDS** (0.360g) c 5 K*E$/ 'J 
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«r 5 ckfc: .):!), 6- (n-^uU;i^y*;u*-;p) -1- (2, A-V 
^od^W -2-**fr<*>X4 ( 3 5 1 ) (0.95s) 

5- (n-^l/ij;i/7^^^-JH -1- (2, 4 - ^£ d D^>y;b) - 
l-tffr^X-i (3 5 2) (0.45*) *»fc 0 

(351) 

'H-NMR(DMS0-d6, (5) : 0.74(3H, t, J=7.3Hz), 1.09(2H, a), 1.3K2H, a), 2. 
10(2H, t, J=7.3Hz), 2.53(3H, s), 5.63C2H, s), 6.60(iH, d, J=8.4Hz) 1 7.32 
UH, d 3 J=8.3Hz), 7.67-7.77(3^ a), 7,93(1H, s) 0 
IR(KBr) : 1726ca" 1 0 
ap : 207.5 -210. 0'Co 
Mass(FD) : a/e 454(M+l)o 
(3 5 2) 

'!HtMR<I)MSO-d6, 6) : 0.75(3H, t, J=7.3Hz), 1.1H2H, a), 1.34(2H, a), 2. 
13(2fi, t, J=7.4Ha) a 2.5K3H, s), 5.59(2H, s), 6.57(1H, d, J=8.5Hz), 7.32 
(1H, dd, J=2.2 8.4Hz), 7.57(1H, d, J=8.6Hz), 7.67(1H 1 dd, J=1.6 firf 
8.6Hz), 7.73UH, d, J=2.1Hz), 8.08UH, d, J=1.6Hz) 0 
IR(KBr) : 1706cm" ». 
ap : 213.0-216. 0'C 
<nmm2 8 8 ; 2, 4-y7r^-6-^ h=ary*M-;^>X^ 

*r ^x-fS/^/U ^Xh'J- 1993, 36, 4040 
-4 0 5 1CBB©#SC«1\ 4-7$;-3-**Aafl^**;i/fr£4 

8+"?2R^7jn»3a«i'r 2) £ t * 0 2 , 4 - v A *)l> - 6 - * h * ;i/ tf- 
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'H-NHRtCDCh, 6) : 2.55<3H, s), 2.62(3H, s), 3.91(3H, s), 7.74(1H, s), 
8.07UH, s), 10.65UH, br s)o 

<Hi£#J2 8 9 ; 1- (2, 4->^DD^>yJl/) -2, A-i?*?)]/- 
6-^ h^i^JUtf-Jl^vX^ (3 5 3) <7>£J&> 

2, 4-^^^;u- 6-^ h^^*;i^-;b^>x^ ^ ? s J-)\, (o.900g) , 

Jg{b2 ( (1.20g) > H^fc^b'J^A (0.200g) , 

*y«7A (o.eiog) *utfN, n-s^^i^^t* k (4»i) ©S6ft«o-c 

i: tc <t D 1 — (2, 4-^^D0^>^) - 2, 4-^^;i/-6-^ h *5>- 
^;i/^-;v^>X^ ( 3 5 3) (1.08g) fcfSfco 

[flS^tt (3 5 3) 

l H-NMR(CDCh, <5) : 2.58(3H, s), 2.71(3H, s), 3.90(3H, s), 5.39(2H, s), 
6.30{1H, d, J=8.4Hz), 7.07(1H, dd, J=8.4 SIF 2.0Hz), 7.49UH, d, J=2.0H 
z), 7.75UH, s), 7.81(lH,s)o 

<WfcW2 9 0 ; B-Zfrtti'-l- (2, 4-^dd^>^) -2 
, 4-y^f;^>X>f ^V-^ (3 5 4 ) OM> 

jOS«5 3©*ifcK:«V\ I" < 2 ' 4-^Dn^>^;iO -2, 4-v* 
^ ;l/ _ 6 _^ h^>>^;^-;u-c>X^ (0.510s) 6 -^tf * 

*>-l- (2, 4-y^OD^>^] -2, 4 -^/^VOX-f ^v-;u 

(3 5 4) (0.435g) £#fco 
(3 5 4) 

'H-HMWDKSO-dG, 5) : 2.51(3H, s), 2.55(3H, s), 5.57(2H, s), &.49UH, d, 
J=8.4B2), 7.31UH, dd, J=8.4 RXf 2.2Hz), 7.62UH, s), 7.72(1H, d, J=2. 
OHx), 7.78(1H, s). 12.64UH, br s). 
<Hffi09 2 9 1 ; 6- -1- (2. 
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4-y^DD^>^) -2, A-i/tffriUXj * (3 5 5) CD£ 

fiSc> 

*KM9 8o*sctti^ 6-*;u^^^-i- (2, 4-y^DD^>s;^ 
) -2, 4-5;*f-;i^>X-f (0.417g) , N, N' ;t,^ 

(0.290g) , l-79>zn,t>>7S K (0.246g) iJiV^Ttf t:^ 
£n£>7Hr> (0.273g) ip5 6- ( 1 -79 >*;i^-;i>*;w^-f ;u) -l 
- (2, A-V$uw<>*j}\,) -2, 4-v^f-;v^>X^ **V-;u (3 5 
5) (0.468g) *mz„ 
l<t£® (3 5 5) 0«H4] 

"H-MKDMSO-dB, (5) : 0.84(3H, t, J=7.4Hz), 1.38{2H, a), 1.64(2H, n), 2. 
49(3H, s), 2.56<3H, s), 3.48{2H, t), 5.55(2H, s), 6.40UH, d, J=8.5Hz), 
7.31UH, dd, J=2.1 RXf 8.4Hz), 7.64(1H, s), 7.75(1H, d, J^.lHz), 7.90( 
1H, s), U.79(1H, br s). 
IR(Nujol) : 1682cBf 
ap : 180.0-18L5'Co 

4-7x;dr^>X^ftP (4.96g) CDx*y-;u (20b1) mmz± h 

y*>A#rm>r h*^>r h* (o.48g) £»anu sa-ci.5^B»»ufco aui^, 

;u (4.84g) £®fco 

'H-m(CDCl 3 , <5) : 4..67(2H, d, J=5.7Hz), 6.99-7.01(4H, ■), 7.10UH, t, 
J=7.4Hz), 7.32-7.35(4H, i). 

4-7x;^s/^>>?;i/7;i/3-;p (4.06g) icSfbf-*^ (I3.34g) 
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flMftWtl/t* )Ht4-7xy*i"Oi;;V (4.31g) 

•H-Mffi(CDCh, 5) : 4..58(2H, s), 6. 96-7. 03(4H, «), 7.11-7.14(1H, »), 7. 
32-7.37(4H, b)o 

iri/^.yi/)V) iSTM XW—fr (3 5 6) ®-afi£> 
gftM 2 6 3 ©*ac«,\ 4 -7***7 5. J — 3 —7 i. J SMKifA 
(0.56g) . tMW-h»J*A (0.33«) * 3<MM-h'J*A (0-1&) » 
7i;*W;» (0.66g) ip? 1 4-T-fe-?-Jl'7' iV-3- [ (4-71^ 
i/> ^>^7^] $J§L#68x^;u (0.49() Sfcfe. o-3HTC«>*©*6 

5^>;-Jl» (3 5 6) (0.44g) 

[4-r-k^T4y-3- [ (4-7x>**) -0^7* $ft«x 

•B-M(CDC1.. 6) : 1.37(3H, t, J=7.1Hz), 2.04UH, s), 4.18(1B, br s), 4 
.31-4.36(48, ■), 6.98-7.0Z(4H. ■). 7.09-7.12(lH, ■), 7.27-7.SK8H, ■). 

[•fc£*i (3 5 6) ©tili] 

•H-1HKCXU 5) : 1.40(38, t, W.lHx), 2.6H3H. s). 4.39I2B, q, J=7.1 
Hz), 5.35(2H, s), 6.92-6. 95(2H, ■), 6.97-7.00(ZH, ■). 7.02(2H, d, J=8.7 
Hz), 7.09-7.13(111, 1), 7.31-7.34(21, n), 7.72(1H. d. J=8.6Hz), 7.98(1H, 
dd, J=1.5 RV 8.4Hz), 8.04(1H, d, J=1.2Hz). 

i?;u) 'ox^? *>v-;v ( 3 5 7) ©-&j3;> 

«W5 3©*fcCtt^ 6-xh*f**#=*-2-^*-l- (4- 

7xy*sO (0.44e) fr6 6 2 - 

(4- 7 xM^>^)^^^^ < 3 5 7 > (0 - 37 
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g) *»fc. 

[fllA* (3 5 7) 

l H-NMR(DMS0-d6, <5 ) : 2.57(3H, s), 5.54(2H, s), 6. 95-6. 97(4H, m), 7.09-7 
.13(3H, ■). 7.33-7.37(2H, b), 7.60{1H, d, J=8.4Hz), 7.78(1H, d, J=8.4Hz) 
, 8.07UH, s) t 12.72UH, br s) 6 

<Hflfi#] 2 9 4; 6 - ( l - 79 ^a^^van^^-ni/) - 2 

- 1 - (4-7x;^^^>^) "OX* *:PV-;b (3 5 8) 

8flD35ac«£i\ 6 -*;usj?*2/- 2 *\M/- 1 - (4-7iM 
i"<>i;)\>) ^ *V-;u (0.36g) , N, tf-tuiX-fryj = *v-;u 

(0.24g) . 1-79>7,)^>7^Y (0.21g) fcitfvTif \L > $> n £ 

> (o.23g) ip€>6- ( l -y^>^;i/^-;i/*^;^>r;i/) -2-^x^-1 

- (4-7xy^r^>^) t>X4 (3 5 8 ) <0.19g) 
[ft^ft (3 5 8) 

'H-NME(DMS0-d6, (5) : 0.85(3H, t, J=7.4Hz), 1.40(2H f m), 1.68(2H, a), 
2.54<3H, s), 3.52(2H, t, J=7.8Hz), 5.5K2H, s), 6.96-6. 98(4H, a), 7.11(1 
H, t, J=7.4Hz), 7.17(211, d, J=8.6Hz), 7.34-7.37(2H, b), 7.64(1H, d, J=8. 
5Hz), 7.79(1H, dd, J*1.5 &Xf 8.5Hz), 8.24(1H, s), 11.92(1H, br s)« 
IR(Nujol) : 1632cb- ! c 
up : 183. 4-184. 4-Co 
<$mm2 9 5 ; 6 -x^yi3^»- 2-^^)1-1- (2-t:'Jv 
* *V-;u (3 5 9) o-&*> 

6 3 0*ttK:«l\ 4-7*^7^- 3 - T*y>Sc&*Rx?-;V 
(0.600g) , KK*»;«>A (0.450g) % 3C?ft^HU*A (0,122g) &<fctf2- 
^OD^^t'J^> (0.413g) fpt,6-xh^>iJ^-;i/-2-^f;i'-l 

- (Z-KVifJUtf-fr) ^X-f^ 1 ;-^ ( 3 5 9 ) (0.856g) £8fco C 
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<$mm2 9 6 ; B-jj)\,***s- 2 (2-h''Jy^fjl 
) ^>X>f ^ ( 3 6 0) <D£&L> 

361KM5 3(D£ttfcttl\ 6-xh^y*^-^-2-^:Hl/-l- (2- 
KUi?;MW) 'OX* S^V-Ji' (0.656g) fr&6-*;i/**S/-2-;<* 
(2-t:';y;Mf;V) ^>X-f^V^ (3 6 0) (0,532s) £ft 

[fb^ (3 6 0) CD^tt] 

! H-NME(DMS0-d6, 6) : 2.56(3H, s), 5.56(2H, s), 7.22(1H, d, J=7.9Hz), 7. 
28(1B, dd, J=5.0 RTF 7.1Hz), 7.45UH, d, J=8.3Hz), 7.74-7.79(2H, a), 7. 
95(1H, s), 8.48(1H, d, J=8.5Hz). 
<$ZMM29 7; 1- (7* >x;v*-;i/*;^^* fr) - 2-^^)1- 1 

- (2-tr'j^ji/^^;i') ^>X* (3 6 1) ro^5x> 

^;v) ^vx* **v-» (O.soog) , N, N'-*;^-;^** ^v-;i/ (o 

.394g) , l-7>*>;ui/*>:^ H (0.334g) $£XfV7VV:i/9n*;>T± 
> (0.370g) *p£l- {79>7>)\'*-)i'i3W£4 M -2-/^-1- ( 

2-^»j^;v^^;i/) ^>x*^^^-;^ (3 6 1) (o.i42g) 

( 3 "6 1 ) 

'H-NMRfDMSO-dS, 5) : 0.83{3H, t, J=7.3Hz), 1.28-1. 36(2H r m), 1.52-1.58( 
2H, »), 2.55(3H, s), 3.06(2H, t, J=7.9Hz), 5.56(2H, s), 7.17(1H, d, J=7 
.8Hz), 7.29(1H, dd t J=4.2 7.3Hz), 7.43(1H, d, J=8.4Hz), 7.77UH, dt 
, J=1.8 RV 7.7Hz), 7.8K1H, dd, J=1.4 RV 8.4Hz), 7.96(1H, s), 8.50(1 
H, d, J=4.7Hz) 
IR(Nujol) : 1674c»-l. 
BP : 139-C(^»). 
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<%MM2 9 8 ; 6-iK^W-^-2-^tJV- 1 - (4--hD-< 
>i/)l) 1>X4 ( 3 6 2) (D&f&> 

^mm2 6 3CD*afcttV\ 4 - 7-t f Jl/7 ^ - 3 - 7 U StiKxf 
(0.67g) . &8±HJ£A (0.39g) , S^ftithU^A (O.Hg) , ^{t 4 - - 

hn^^>^ (0.78g) frt>6-*Y-*ri/j3)\'X-)i-2-/3~)i- 1- (4- 
- hD^>yjl) -OX>f IVV-fr ( 3 6 2) (0.5ig) fcfSfco 

[{b^ (3 6 2) 

"H-NMRtCDCl,, <5) : 1.39(3H, t, J=7.1Hz) J 2.59(3H, s), 4.38(2H, <q , J=7.1H 
s), 5.49(2H, s), 7.20(2H, d, J=8.6Hz), 7.76(1H, d, J=8.5Hz), 7.94(1H, d, 
J=l.iHz), 8.01UH, dd, J=1.4 RTf 8.5Hz), 8.20(2H, d, J=8.6Hz).) CD^£ 

] 

H-NMRtCDCL, 6) : 1.39(3H, t, J=7.1Hz), 2.59(3H, s), 4.3S(2H, q, J=7.1H 
z), 5.49(2H, s), 7.20(2H, d, J=8.6Hz), 7.76(1H, d, J=8.5Bz), 7.94(1H, d, 

J=l.lHz), 8.0K1H, dd, J=1.4 RV 8.5Hz), 8.20(2H, d, J=8.6Hz).) 
'H-KMtCDCL, 6) : 1.39<3H, t, J=7.1Hz), 2.59(3H, s), 4.38(2H, q, J=7.1H 
z), 5.49(2H, s), 7.20(2H, d, J=8.6Hz), 7.76(1H, d, J=8.5Hz), 7.94(1H, d, 

,M.lHx) 3 8.01(1H, dd, J=1.4 RTI 8.5Hz), 8.20(2H, d, J=8.6Hz). 

<HJS#)2 9 9 ; 1- y<>V)i<) -6-xF^*Mz;i-2 

-p^U-OX-f ^ (3 6 3) <D£f£> 

i- (4--fD^>i?M - 6 -^b^i/tDitf-fr- 2 

(O.SOg) , i§7C® (0.47gMzx^y-;i/ (6il) N ffflft (0.8ml) £ 
^«JETT-«ffiL"C^ 1- (4-7?;^^) 

2 ^;i/^>x>r ^ (3 6 3) (o.46g) *$fc 0 

[lt&® (3 6 3) CD«£] 

l H-m(CDCl,, <5) : 1.40(3H, t } J=7.2Hz), 2.59(3H, s), 4.38(2H, q, J=7.2H 
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z), 5.25(2H, s), 6.6K2H, d, J=8.6Hz), 6.87(2H, d, J=8.6Hz), 7.TK1H, d, 
J=8.3Hz), 7.96(1H, dd, J=1.5 Jklf 8.4Hz), 8.05UH, d, J=1.3Hz). 

<H56#J3 0 0 ; 1- [ (4-^>y-f^^^- / ) ^>^] -6-xh*i> 
i;i,#=:;i,-2-^;w<:/X-f S*V-;i> (3 5 4) co^fi£> 

1- (4-7^ V^O^) - 6 - i 2 - ^f M>X-f 

s^r*/-^ (0.45g) s t:<jy> (0.15g) ©£oo*;UA (8il) &<b^ 
>y>f;u (o.25g) gd£dd*;i/A (4ii) s»*SSinu ss-ei6ttK«#bfc 
o Tkasiraa. ^DD^;v-Attttibfe« «w*»ET-eai8L-c. i - [ (4- 

'<>\/'Ol/T^) ^VyJl] - 6 -x - 2 - ^ f M>X-f 

**V-;u (3 6 4) (0.33g) Sfcfc. 
[fc^tt (3 6 4) C0«$] 

'H-NMR(CDCb, 6) : 1.40(3H, t, J=7.1Hz), 2.59<3H, s), 4.38(2H, q, J=7.1H 
z), 5.37(2H, s), 7.06(2H, d, J=8.5Hz), 7.46-7.50(2H, ■). 7.53-7.57(lH, a 
), 7.6H2H, d, J=8.5Hz), 7.72UH, d, J=8.4Hz), 7.84-7.86(2H, a), 7.89(1 
H, br s), 7.98(1H, dd, J=1.5 »W 8.5Hz), 8.03(1H, a). 

<jOi«3 0 l ; i- [ (4--oV-f;i^;) lyvfrl -6-*;m* 

i/-2-y^;b^>XY (3 6 5) 

««5 3©#SC*IV I" [ (4-^>V-f^7^-/) "OS**] - 6- 
xh^S/*;^;v-2-^fM>^^V-Ji/ (0.31g) *»€>1- [ (4- 

;i/ ( 3 6 5) (0.28g) 
[{fc£#J (3 6 5) 

l H-NMR(DMS0-d6, 6) : 2.58(3H, s), 5.52(2H, s), 7.121ZH. d. J=8.5Hz), 7. 
48-7.52<2H, a), 7.54-7.58UH, a), 7.6H1H, d, J=8.4Rz), 7.73(2H, d, J=8. 
6Bz), 7.79(1H, dd, J=1.5 gV 8.4Hx), 7.90-7.92(2H, a). 8.07(1H, d, J=l. 
2Hz), 10.26UH, s), 12,73(1H, br s). 



WO 97/24334 



PCI7JP96/03858 



263 

<3S«W3 0 2 ; 1- [ (4-^^^7;y) -6- (1-7 

*>;^*-;u*;w\-^>otO - 2 -*f-;i^>x-f ^ ^/-^ ( 3 6 6) 

gus$9 8osacav\ 1- [ (4-^w-oi^ y) -6- 

*;^*S/-2-^f-;^>X-f (Q-26g) x N, N' —iijl-ft—jli/j 

(0.17g) v t-7*>Z)l*>7$ h" (0.14g) fc<fctfvT+rei/? 

a^>x-fe> (o.i6g) C (4-^>^^;vr^y) -6- ( 

1 ;i0 -l-*T-)\>^yX4 X V'J-Jl (3 6 6 

) (0.14?) 

(3 6 6 ) 0tt«] 

'H-NMJUDMSO-dG, tf ) : 0.85(311, t, J=7.4Hz), 1.40(2H, m), 1.68(2H, a), 2 
.56(3H, s), 3.52(2H, t, J=7.8Hz), 5.50(2H, s), 7.15(2H, d, J=8.6Hz), 7.5 
0(2H, t, J=7.5Hz), 7.55-7.590H, a), 7.64(1H, d, J^.SHz), 7.74(2H, d, J 
=8.6Hs) s 7.79(1H, dd, J=1.6 RXI 8.5Hz), 7.90-7.92(2H, n)> 8.24(1H, d, J 
=L3Hz), 10.27(1H, s), 11.92(1H, br s). 
IR(Nujol) : 1693cb-1. 
BP : 267.5 - 268. l'C. 

< SOWS 3 0 3 ; 6-xf J ri'^»-2->^- 1- [4- (2-7 
xn;i/x^p-;i/) -Oi/jl] ( 3 6 7) (D£&> 

Hlfcm 6 3cd££C£^\ 4 - nf ;i^7 ; ; - 3 - 7 ^ ^Ifixfji/ 

(0.405g) . KR*»J£* (0.253g) J 3£ft±HJ£A (0.082g) fc*tM- 
i'np^M^KV (0,500g) *^6-x^'>*^-;b-2-^^- 

1- [4- (2-7i-;Hr-il) ^yVfr') ^>XJ (3 6 7) 

(0.320g) *»fc. 

[ft** (3 6 7) ©•«] 

'H-NMRCCDCIj, (?) : 1.40(3H, t, J=7.2HJz), 2.6(3H, s), 4.38(2H, q, J=7.1H 
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z), 5.38(2H, s), 7.01-7.09(4H, a), 7.26(1H, t t J=7.4Hz), 7.35(211, t, J=7 
.5Hz), 7.45(2H, d, J=8,2Hz), 7.49(2H, d, J=7.5Hz), 7.73UH, d, J=8.5Hz), 
7.99UH, dd, J=1.5 »V 8.4Hz), 8.30(1H, d, J=1.2Hz). 

<%fam3 0 4 ; 6 -x^yM^- 2-/9)1- 1 - [4- (2-7 
x-jl/xf;i) ^>v;v] -^>X-r £ *V— ;i> (3 6 8) 

6 -x h 5risj])\,X-)\/- 1 - [4- (2-7izjHr-W 

^>^;u] ^>X***V-.M/ <0.320g) ®x*y-;b (IObI) $»<c3»£B 

- (2-7i-M^) ^ --<>X-f * V"J-)l (3 6 8) £&fco 

C CD ©fcS:g*> t&CD£j£tCf8 ^ o 
<HM#I3 0 5 ; 6 -*;i^^>-2-^A'- 1 - [4- (2-7x-;ix 

-^>X>f ^^^-^ (3 6 9) cd£j&> 
f£M#J5 3<D%&\zft\,\ 6 -x^y^»-2^fiW 1 - [4- 
(2-7xz;i/x^;i/) -^>X-< ^ ?*J-)l< (0.283g) i?<b6-ti 

.n^*v-2-^;i/- l - [4- (2-7 1-ii/xfjH ^>^;v] -^>X 
-f 6 (0.242 g) Z'&tio 

[ft** (3 6 9) 

: H-NHR(DMS0-d6, (5) : 2.56(3H, a), 2.82(4H, s), 5.51(2H, s), 7.02<2H, d, 
J=8.1Hz), 7.11-7.27(7H, ■), 7.61(lH^d, J=8.4Hz), 7.78(1H, dd, J=l-5 & 
8.04(1H, s), 12.72(1H, s). 

<fOS#13 0 6 ; 6- (1 - 79 >Zfr*-frl3)W*4 ft) -2-/9)1- 
[4- (2-7xz;i/xfM ^>^;v] ^>X-< ;u (3 7 0) £)^6x 

> 

«B«l9 8©»atCttl^ 6-iJ^y-2-yf;Hl - [4- (2-7 
xzjl/xfM (0.225g) s N, N'-*^*-^ 
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i^^V^Ml^UgK 1 - 7>*>*>*>*>'7$ K (0.167g) %&Ui>7 

W*/$u??>t*> (0.185b) fr&6- ( l 

) - 2-^^;u- [4- (2-7x-jvxW ^>£/;i/] -^>x-r ^v-;u 

(3 7 0 ) (0.249g) Kmc 
[ft£* (3 7 0) OWS] 

'H-NMR(DMS0-d6, 6) : 0.86(3H, t, J=7.4Hz), 1.35-1.42<2H, ■), 1.63-1.71( 
2H, m), 2.53(3H, s), 2.83(4H, s), 3.52(2H, t, J=7.7Hz), 5.49(2H, s), 7. 
04(2H, d, J=8.0Hz), 7.12-7.25(711, n). 7.64(1H, d, J=8.4Hz), 7.79(1H, dd, 
J=1.7 Rtf 8.5Hz), 8.22(1H, d, J=1.3Hz), 1L92(1H, s). 
IR(Nujol) : 1682cn-l. 
Bp : 95.4-99. 0 C C. 

8®#8£ficV\ 4-/f;K> v ;7j;> (3.92g) , N-yo^ex 
£ W K (4.28g) ££#2, 2 1 -^\/«-f V7fnz (0.40g) 
*6*<b4-^>y-f;^>^^ (5,28g) 

'H-NMR(CDC1,, d) : 4.54(2H, s), 7.47-7.52<4H, a), 7.58-7.62UH, n), 7.77 
-7.B2(4H, a). 

<f£&te#I3 0 7 ; 1- [ (4-^W-f/l/) "OSM'] -6-xh*'>*W 
-;u-2-y^;u-c>x>f xw-)v (3 7 1) 
H«&^2 6 3«D3&S*cfi£v^ 4-r*^;i/^^-3-T* 
(0.56g) . affltt-HJ*/* (0.33s) x 3«MW-HJ*A (0.11s) , £fc4-^ 

>V-f;^>s;;u (0.83g) - [ (4-^>^>r;w) -6-xh 

^■3/*;^=;W-2-^W^>X-f S^V— ^ ( 3 7 1 ) (0.70g) £&fco 
Cft^» (371) ©4M£] 

H-HMMCDCli, <5) : 1.40<3H, t, J=7.2Hz), 2.6K3H, s), 4.39(2H t q, J=7.2H 
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2), 5.47(2H, s), 7.14(2H, d, J=8.2Hz), 7.45-7.48(2H, a), 7.56-7. 60(1B, 
ni), 7.74-7.77(5H, a), 7.99-8. 02{2H, a). 

<Sffi#3 0 8 ; 1 - [ U-^W-OP) - 6 2 

->^;u-ox-f ^*V-;b ( 3 7 2) <7)£r$> 

Hife^lS 3 ©*act£W 1- [ (4-^>y-oi>) 
*>£;i/tf-;i,] -2-**7Ws>X-f ZP*J-)b (0.68g) ip&l- [ (4-^> 
\M;i/) ^>i/)^ -B— -2-** )\til>Z 4 S*V-JI/ (3 7 2 
) (0.55g) fcftfco 
[<fc*ft ( 3 7 2) CD«£] 

'H-NME(DMS0-d6, <S ) : 2.57(3H, s), 5.7H2H, s), 7.25<2H, d, J=8.2Hz), 7 
.52(2H, t, J=7.7Hz), 7.62-7.66(2H, a), 7.68-7. 72(4H, a), 7.80(1H, dd, J= 
1.3 a«f 8.4Hz), 8.08UH, d, J=l.lHz), 12.72(1H« br s). 

<*»«3 0 9 ; 1 - [ (4-^>^-f^) ^>v^] -6 - 
)),#s=L)\,ia)W^<{)V) -2-*3-)WsZ4 XW—fc (3 7 3) tD£f&> 

MSM9 8©#«fc«i^ 1- [ (4-^>v^;w) ^>^;v] -6-*;i># 
^->-2-^rM>X^;^;-;t/ (0.52g) „ N, N' -ti )),#=-)],*? 4 I *V 

-;u (0.34s) x h~ (0.29g) iJct^^Tif tr->^Dti7> 

r-fe> (0.32g) fr&l- [ (4-^>V^;iO "oyno - 6- a 
;u^-;i/*;u/^>r;U) - 2 -*^JW*>X-f S^/—^ ( 3 7 3) (0.13g) *■ 

(3 7 3) 4>M£] 

l H-NHR(DMSQ-d6, (?) : 0.84(3H, t, J=7.4Hz), 1.38(2H, a), 1.66(2H, a), 2 
.54(3H, s), 3.48(2H, t, J=7.7Hz), 5.67{2H, s), 7.27(2H, d, J=8.2Bz), 7.5 
1-7.55(2H, ■), 7.63-7.73(6H, m), 7.8K1H, dd, J=1.6 8.5Hz), 8.21UH 
, d, J=1.4Hz). 
IR(Nujol) : 1660cn-l. 
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mp : 111. 0-112. 4-C. 
Mass (FAB) : m/e 490(M+1). 

<H»0»I3 1 0 ; 6-*;b#*v-2-^;i>- [4- (2-7x3xrX 
;iO 'OVfr] -OX-f IV'J-J^ (3 7 4) 

mmms3(D^^m\ e-ih^>*w=^-2-^^-i- [4- 
( 2-7xrjbJ72ji/) ^>>?;i/] ^>x-r s*v— ;u (o.soog) i?e>6-* 
;u^^^>- 2-^^;b- [4- (2-7i-;nr-« ^>^;v] * 

(3 7 4) (0.237g) Zfttzo 
(3 7 4) £D«fc] 

l H-NMR(DMS0-d6, (5) : 2.59(3H, s), 5.58(2H, s), 7.12(2H, d, J=8.2Hz), 7. 
21(2H, s), 7.26(1H, t, J=7.4Hz), 7.36<2H, t, J=7.6Hz) f 7.57(4H, d, J=8.0 
Hz), 7.62(1H, d, J=8.4Hz), 7.79{1H, dd, J=1.5 #V 8.4Hz), B.07(1H, d, J 
=1.2Hz), 12.73UH, s). 

<^sm3 1 1 ; 6 - ( i - 2 -t^ii- 

[4- (2-7xr;vxf-JH ^>vAO ^>X-Y * ;t/ ( 3 7 5) <D£ 
Hfl£0y9 8 0?5&\z^\ 6-i3)m*is-2-**)l- [4- (2-7xz 

jixj-;H ^>X^ s (o.237g) , n, N'-*;i/*r:;ui;>f 

S*V-/b (0.209g) % l-y>^>^;i/^>r^ K (0.176g) £ J: Thrift: 
^d£>tH:> (0.195g) 3b»£6- 0 1 - X* >^Jl/^-;i/*;i//t^£^ ;u) - 

2-**;i/- [4- (2-7x-M7a) v;u] *ox-f ;u ( 

3 7 5) (0.239g) *mco 
Cft6« (3 7 5) ©4M4] 

l H-NMR(DMS0-d6, d) : 0.86(3H, t, J=7.4Hz), 1.35-1.43{2H, n), 1.63-1. 70( 
2R, b) j 2.56(3H, s), 3.52(2H, t, J=7.6Hz), 5.55(2H, s), 7.15(2H, d, J=8 
.2Hz)/7.22(2H, s), 7.26UH, t, J=7.4Hz), 7.36(2H, t, J=7.6Hz), 7.57(1H, 
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d, J=7.3Hz), 7.580H, d, J=8.2Hz), 7.66UH, d 3 .J=8.5Hz), 7.80(11 d, J= 
8.4Hz), 8.24(1H, s), 11.93C1H, brs). 
IR(Nujol) : 1680ci-l. 
ap : 140. 3-143, 4*C. 

<mmW3 1 2 ; 1- (^W77>-2-fJM^) 
;u^-;b-2-^^;i/^>X-< S *V-;u (3 7 6) <D-£rfL> 

mmmz 6 3<Dj5&tm\ 4 -7t = ; - 3 - 7 ^; $,iMxf ^ 

(0.480g) , MW-HJ^A (0.274g) , a^ft^h'J^A (0.097g) , 2-7 
D^f;i/y^>^77> (0.56&) frfcl- (v-o^75>-2-^;v^t^;u 
) - 6 - i ^«>^;^-jH 2 - ^f;K>X^ ; ^ ( 3 7 6 ) (0.47 

g) fcftfco 

[<fc£^ (3 7 6) Otttt] 

•H-HHMCDCL, (5) : 1.38(3H, t, J=7.1Hz), 2.62(3H, s), 4.36<2H, q, J=7.1H 
z), 5.54(2H, s), 7.19<1H, dd, J=L6 RV 8,5Hz), 7.32UH, t, J=7.6Hz), 7 
.43-7.59(4H, a), 7.76UH, d, J=8.4Hz), 7.85(1H, d, J=7.1Hz), 8.00(1H, dd 
, J=1.3 RU 8.4Hz), 8.07(1H, d, J=1.2Hz). 

<mmm3 1 3 ; 6-±>;i^*^-i- (^>y77>-2->fjMf;n 

- 2-*?)\,^>z<{ * *V-;i/ (3 7 7) <D-&&> 
mm 5 3 ©*ffic«t\ 6 -x h 2 7 c ;^>x>f ^ y 

(0.46g) ipe»6-7J^^=!r£/-l- (^>y77>-2-^;Mf« 
-2-^^>X>f^y-;K 3 7 7) (0.336g) £»fc 0 
[fb^» (3 7 7) CD«$] 

'H-NHRtDMSO-dB, (5) : 2.63<3H, s), 5.7K2H, s), 7.27(1H, d, J=8.5Hz), 7. 
36UH, t, J=7.5Hi), 7.50(1H S t), 7.61-7.68(3H, i), 7.78(1H, d, J=8.3Hz), 
7.97(1H, s), 7.07-8. 11(2H, n). 

<IO£#J3 1 4 ; 1 - (^>y77>-2--f;MrW -6 - (1-7* 
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ji) -i-n-K^yZj X ( 3 7 8) (D£f& 

> 

-2-/f-J^>X^ **V-;i/ (0.255g) s N s N*-*^^;^^ 5 
*>V-;V (0.197g) , l-:/*>;^*>7^ h" (0.167g) jSZWTIfVi/t 
D^V^-feV (0.185s) *P*1- (^>^77>-2-Y^^V) -6- ( 
l-^>^^-;i/*;w^>f;i,) - 2 -/f-^vx-i' * (3 7 8 

) (0.249;) fcfcfc. 
[<b£tt ( 3 7 8) CD W4] 

'H-NMRfDMSO-de, 5) : 0.8H3H, t, J=7.4Hz), 1.36<2H,'b), L65(2H, ■), 2. 
60(3H, s), 3.50(2H, t, J=7.7Hz), 5.69(2H, s), 7.29QH, dd, J=1.96 &TJ 8 
.7Hs) 3 7.34-7.38UH, a), 7.48-7.52(lH, b), 7.63-7.68(3H, ■), 7.8M1H, dd 
, J=L7 RV 8.5Hz), 8.00UH, d, J=1.4Hz), 8.94UH, d, J=7.1Hz), 8.28(1H 
, d, J=L4Hz), 12.70(1H, br s). 
IR(Nujol) : 1682cb-1. 
BP : 224.1 -229. 8'C. 

<$tMme l ;N- l-^>^;u^-;u-3-r-fe^;i/T^y-4--fD^ 
>X?X F<D$t3k> 

H£0!I2 8©;£ttfc«V\ 3 -T^x^T 0-4--h DgJt#& (5.15*) 
, N, N'-^^-^vW (5.59g) s 1-7^>^W>?^ h* (4. 

73g) tiXWyVVi/tatf^^ (5.25g) j!p6N- 1 -7* >*;i,*-;i,- 
3»7^f;V7;;-4-zhD^>X7; K (6.30g) £*5£«> 

'H-NHRfDMSO-dB, d ) : 0.87(311, t, J=7.4Hz), 1.4Q(2H, a), 1.68(2H S 2. 
07(3H, s), 3.5K2H, t), 7.83QH, dd, J=1.8 RU 8.5Hz), 8.03UH, d, J=8. 
5Hz), 8.07UH, d, J=l. 8Hz), 10.43(1H, s), 12.64(lfl, br s). 
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6 2 ; N- 1 -7$ l<7.)l*-)l- hD-;>X7; 

N- l -7£>;uu*-;u-3-7-fe^;ur^-4- - hD^>x?^ k (6 
.30g) . 10%*&fc;h hy^Azkfcfc, <300»1) fc^tf* (20Oal) 

N— l-7^>^;^-;i/-3-7^-4-zhD^>X7^ F (5.22g) £f# 

'H-NMECDMSO-dS, 6) : 0.87(3H, t, J=7.4Hz), 1.40(2H, n), 1.66(2H, d), 3. 
49(2H, n), 6.99(1H, dd, J=1.8 &tf 9.0Hz), 7.49(1H, d, J=1.8Hz) t 7.55(2H 
, br s), 8.04UH, d, J=9.0Hz), 12.28(1H, br s). 

<K3S«6 3 ; N- 1 - 7$ >*;b* 3 - (2, 4 D u^y^J^T 
I y) - 4 hD^>X7^ K 

N- 1 - 3-7;;-4-^ho-<>X7^ K (1.10g) , 

3^fc*HJ$A (0.273g) . (1.54g) *5J:t«B{b2, 4-i^D 

0-0:>\H/ (2.17g) ©^y-;!'** (IObI) «»*6<rC-C24IOTSt#Lfc« £ 
5>C»ft2, 4-y^DD^>^ (2.0Qg) £l)DXx 60*CT36^P4WlD»bfco fi 

;u*-;i,-3- (2, 4-y^a^>y^7>;) - 4 h D^>X7 ^ H 
*MBLfc. *«W*«l8-r *c:fcfcJ:»}N-l-^>^;i/*-;i/-3- (2, 
4-^^dp^>^7U) -4--hn^>X^= J! (0.885g) £^fc 0 

'H-NMRCDMSO-dB, 5) : 0.81(3H, t, J=7.3Rz), 1.29(2H, n), 1.49(2fl, i), 2. 
97(2H, a), 4.66(2H, d, J=6.0Hz), 7.22UH, d, J=8.9Hz), 7.27(1H, s), 7.31 
(1H, d, .J=8.4Hz), 7.37(1H, d, J=8.3Hz), 7.65(lfl, s), 8.04(1H, d, J=8.9Rz 
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), 8.57<1H, t). 

<5£&fll64 ; N- 1 -y*>;ui^-;i/- 4-7U-3 - (2, 

*\4 h*n+^;i/77-r h^h'j^A (1.32g) , x^y-;v (i a l) , xh^hK 
07^> (ial) ijitf* (lnl) oa*fttN- l-7*>yUU*-n,-3- (2 
, 4-^^DD^>^l7^;) ~4--h D^>X7; h* (0.505g) *Sfi"e 

£3fc#£&Ufco ^e>Ccn^^^y-;u (lOflil) (3ml) GDiIi§r&&T-&i$ 
U C h t3 £ D N- 1 -7*>*;u*-;u-4 > y-3 - (2, 4- 

^^DD^>y;UT^y) (0.220g) £*3fc e 

l H-NMR{DKS0-d6, <5 ) : 0.93(3H, t, J=7.4Hz), 1.45(2H, a), 1.83(2H, m), 3. 
57(2H, a), 5.45(2H, s), 6.36<1H, d, J=8.2Hz), 7.11UH, d, J=8.3Hz), 7.51 
(1H, s), 7.75(1H, d), 7.79(1H, d), 7.88(1H, s). 

<nMM3 1 5 ; 6 — (l-r^^J^-;^;^^;!/) - 1- (2, 4 
-i?^nD^>^) - 2-fc Kd^^^v-X-Y ^ ;b ( 3 7 9 ) 

N-l-r^>^;u^-;u-4-T^y-3- (2, 4 -^^d n^>^7 ^ 
-/) ^>X7; K (0.220ng) * 9- h5J> Y*$>**> (0.3ml) fcJiVBm (2. 
ObI) 0fi-6**6O*CT4ieB*#Lfc o im*J«Eg£U ^DD*Mk*tP 
^Dns^;i.AJBSift»bT»€»*ifea*t^^y--;u (4.0ml) tZ 

smm (m) sun*. 6o-c-e2«ria«»tfc. tamB«**:>-h u£A*&fc? 

WU ffflJtfc«a**iSt, ^t^CillCi D 6- (1-7* 
*;i^x-f/I/) -1- (2, 4-^DD^>^) -2-t KD^fv-oX^ 
S*V-;U (3 7 9) (0.207g) Zmtzc 
[fc^ft (3 7 9) OWtt] 

'H-NMR(DMS0-d6, (5) : 0.83(3H, t, J=7.3Hz), 1.36(2H, ■), L61(2H, m), 3. 
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40(2H, ■), 5.08(2H, s), 6.94UH, d, J=8.3Hz), 7.11(1H, d, J=8.2Hz), 7.36 
(1H, dd, J=2.0 RU 8.4Hz), 7.58(1H, s), 7.68-7. 73(2H, m), 11.47(1H, br 
s), 11.77(11 br s). 
IR(Nujol) : 1689cn-l. 
dp : 254-256'C. 
Hass(FD) : n/e 455(M). 
<*fll«3 1 6 ; 6-xh^ri/^;v^-;v-2-y^;u- 1 - (2-*y 
*<>X<{ ZPV-)\> (3 8 0) <DG&> 

(2.22g) , ftK*HJ£A (1.275), Btfci-Y V t? L (0.45g) *^2-r 
D^f-;u*y ij> (2.28g) frf,6-xh^y*j^z;b-2~^f;i/- 1 - ( 

j u;b^^;i/) ^>x-r ( 3 8 0) (o.87g) %fttz» 

[<b^5 (3 8 0) ©»tt] 

'H-NMR(DMS0-d6, 6) : 1.27(3H, t, J=7.1Hz), 2.62(3H, s), 4.26(2H, q, J=7 
,1Hz), 5.85(2H, s), 7.35(1H, d, J=8.5Hz), 7.58(1H, »), 7.63UH, d, J=8.4 
Hz), 7.73UH, n), 7.78(1H, dd, J=1.3 8.4Hz), 7.86UH, d, J=8.4Hz), 
7.95(1H, d, J=8.0Hz), 8.14(1H, s), 8.36(1H, d, J=8.5Hz). 

<H3te^3 1 7 ; 6-*^#*^-2->«f-;w- (2-*-/ 'J;M^;iO ^> 
X>f (3 8 1) CD£fifc> 

II1SW5 3©»i6K:ttt\ 6-3: 2 l - (2- 

*>"J;v^;u) ^>X-< ^ ^V-jv (o.85g) *»e,6-3b;u?t5#s/-2-^f-JV 
- (2-*^ y;i^*;io ^>x^ * (3 8 i) (o.46g) 

[fcfi* (381) £D«£] 

, H-KMR(DMS0-d6, 6) : 2.62(3H, s), 5.83(2H, s), 7.35(1H ) d, J=8.5Hz), 7. 
57(1H, a), 7.60UH, d, J=8.5Hz), 7.72UH, t, J=7.6fiz), 7.77UH, d, J=8.4 
Hz), 7.86UH, d, J=8.4Bz), 7.M(1H, d, J=8.1tts), 8.1H1H, s), 8.35(1H, d 
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, J=8.5Hz). 

<S81SM3 1 8 ; 6- ( 1 -2-^^;u- 
1 - (2-*; 'J-iM^) ^>X^W-;b ( 3 8 2) cD£f£> 

^Jfc#J9 8©;S&t;:fti\ 6-#JUtf*^-2-^;u- 1- (2-*y 
^;i0 -ox^^v-zi/ (0.222g) , N, N'-^;u^-;ui/V^^y-;u (0 
.195g) , 1 -7*>*;u*>7^ K «U65g) tiZVitTV K i> ^ d >7=-tr ^ 
(o.iS3g) £>e>6- ( l -r^>x;b^-;i/*;uM^^;i/) -2 i - 
( 2 - >j;m ^>x-f ^ ^^;-;t/ (3 8 2) (o.088g) zm Zo 
IteS® (3 8 2) tomm 

'H-NMR(DMS0-d6, 6) : 0.82(3H, t, J=7.3Hz), 1.36(2H, n), 1.64(2H, m), 2. 
61(3H, s), 3.48<2H, t, J=7.4Hz), 5.82(2H,s), 7.32(lH,d, J=8.5Hz), 7.58( 
1H, u), 7.65UH, d, J=8.5Hz), 7.73(1H, t, J=7.6Hz), 7.78(1H, m), 7.87( 
1H, d, J^.SHz), 7.95(lH,d, J=8.1Hz), 8.23(1H, s), 8.37UH, d, J=8.5Hz), 

n.seaiurs). 

IR(Nujol) : 1684cn-l. 
ap : 185.5-187.5-C. 
<5Si£#16 5 ; -2 - (2, 4 □ v^^jit l j ) 

K£0|J 6 3©#jSfc«l,\ 3- (2, 4-^^DD^>i?;i / 7^;) -4-- 
hD$»f»x^ (1.40g) £<fctf/W> h± V U£A (4.50?) 

^£4-r^y- 3- (2, 4-y^uD^>y;v7^;) SJiilr&x^K&ffi 

<mS0«3 1 9 ; 1- (2, 4 -^^DD^>^7;y) - 2-t Ko^v 
-6-nihJr^*;b^-;^>X-f (3 8 3) 

#Effi$3 1 5cD*«fcSet\ KSM6 3T?S&*ifc4-7»* >-3- (2, 4 
-^DD^>^7;;) SJMrBx?-;i,;fc ( fctfx h^^ h (2.60 
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g) frfcl- (2, 4-i?^DD^>^75;) - 2-t|fD^>-6-ih^ 
^*^^-^>X^ = (3 8 3) (0.400g) £&fc 3 

[ft^ft (3 8 3) flDtttt] 

'H-NHRtDMSO-dS, d) : 1.27(3H, t, J=7.1Hz), 4.24(2H, q, J=7.1Hz), 5.12(2 
H, s), 7.04I1H, d, J=8.4Hz), 7. 12(1H, d. J=8.2Hz), 7,37(M, dd, J=2.1 R 
V 8.4Hz), 7.5K1H, s), 7.67-7.72(2H, b), 11.37UH, br s) 

<HJi^3 2 0 ; 6-xK>>^3jl»-2-yrJl/- 1 ~ [3- (4-7 
n^v*; ^>x^ **V-ju ( 3 8 4) 

9lft092 6 30D^i£K^, 4 -7-fef-;i/T ^-3-7^,/ $Mixf^ 
(0.87g) , KR*hy£A (0.53g) . S'Mb^HJ^A <0.l8g) £J;lM-7 
D^-S-^D^^fMV^y'J^ (Q.87g) 6 -x h^-S/*;^-;!/- 2 

i- [3- (4-Xp^-f u;v) ^>x-< s ^v/— ;u 

( 3 8 4) (0,30g) 
[ft** (3 84) 

l H-NMR(BMS0-d6, d) : 1.26(3H, t, J=7.0Hz), 2.59<3H, s), 4.24(2H, q, J=7 
.0Hz), 5.93(2H, s), 7.61UH, d, J=8.4Hz), 7.75-7. 80(2H, m). 7.99(1H, a), 
8.03(1H, s), 8.13UH, d, J=8.1Hz), 8.23(1H, d, J=8.5Hz), 9.12QH, s). 
<mMmZ 2 1 ; 6-*;U^^^>-2-p(^;w- [3- (4 -^D^ V^y 

■j;v) ■^vx-^^-Ji' (3 8 5) 

(4-7D 5 E-fv*; , J^) ^>x^^v-;i/ (o.290g) £e>6-* 
;i/#*->-2-^;i/- [3- (4-^p^v^y;w ^>x^f s 
(3 8 5) (o.ll8g) *»fc. £0%©tt«5fcfttD£fSCffl^fc. 
<H$S0I3 2 2 ; 6- (1 -7*>>UW*-;u*A''t^-f/l') -2-^^^- 
1 - [3- (4-7n^>fv^y 'J ;iO ^^^] ^>X-f WJ-)l> ( 3 8 6) 
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mmms 8(M5&tzm\ 6-±;i^^^-2-^^;i/- 1- [3- (4-7 

uaO ^>x^^^y-;i/ (o.nig) , n, N s -^;u^-;i/ 

x-f s*v-;u (0.097g) , 1 -:/*>*;u*>t* k (o.082g) ^J;tfyTif 
t^^D^>7=-b> (0.091s) *6 6- (1 -7*>;ub*-;bjb;i/;v£-f )v) 
-2-^^;i/-i» [3- ^>x^f 

WM3 8 6) (0.075g) fcfcfc. 
[ft^* (3 8 6) CDfcft ] 

MMfi{DMS0-d6, (5) : 0.8K3H, t, J=7.4Hz), 1.35(2H, i), 1.62(2H, i), 2. 
54(3H, s), 3.46<2H, t f J=7.5Hz), 5.91<2H, s), 7.63(1H, d, J=8.5Hz), 7.76 
(1H, dd, J=8.S 1.4Hz), 7.79(1H, t, J=7.6Hz), 8,00(iH, t, J=7.9Hz), 
8.Q8UH, t, J=l.lHz), 8.13(1H, d, J=8.2Hz) t 8.24(1H, d, J=8.5Hz), 9.11(1 
H,s), 11.8H1H, brs). 
IMNujol) : 1678ca-l. 
ap : 258-259-C. 
Mass(FAB) : n/e 515, 517(M+1). 

<uam i ; 3 t 3 - hmm (iaairass) t;j;5h^'j-fen- (tg) wm 

6 -^>-fc*>*;w*-;^;u;^-Y;i,- 2 -^d7d t:;u- 1 - ( 2 
MIS 

1. AO*: (TOMY) LC-122 

2. -f v*^-*- : ESPEC BNA-121D 

3. : gitr^^-^^it- (Automatic Labo- Mixer) 

4. : £>^— (TAITEC PERSONAL) -11 
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5. ****^«»**«3t UY-160A 

6. 24;*7U-r (WAKI GUSS CORNING) 

mm 

1. £*fe : a^ifiMft* (MEM) + 53£?*&J£jfil?i (FCS) 

2. PBS (-) : TEO»*©»a 

NaCl 0.8 g/1 

KCl 0.2 
NaiHPO* 1.15 
IH2PO4 0.2 

3. EDTA— h i )Z?i'>&ffiL : 0.02* EDTA + 0.25% h 'J T^WPBS (-) 

4. r^+M^/V : >^ (SIGMA) H 

5. IBMX (3--f y 

6. J- 'J > : 

7. dmso (^f-;ux;v**s/K) :«I*tt*H 

8. TG»£B**h 

SSI 

9. 0.1N NaOH Sfft : IN NaOfl S**aifi*-CllMg#*Ta 

10. K*W^H£& (Bio-Bad Protein Assay) E£3I : ^4 * 
^ K (B10-RAD) S£ 

11. ^T;W^^> (Alubumin, Bovine) : *>^*?Ko 

3T3-L lfflBflPgag 
F757 7 n« (confluent) jRMSf®3T3-LlHttfcffi*l/fc. * 
PBS (-) 5»rt2H»»U EDTA-h'jrS/^W-caBtai^tfc 
. Jgft lfal/****., S»Lfc. *®B«*ft50il(Oatt«tllft-C, 1000r 
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Oi) *"C»*Lfc. 

DMSOtCT, laM 7 s *-*?-* + 500aM IBKX&&&6B© Lfc, Sfcfc, 

1000<S*>RU IxiM + 0.5mH lBMX&&£^$!i L 

fc. W»tIM!SO*»»T?*RU 0.1X DMSOSttfeMtbfc. 

U MCtilS^^f £ & o ^ h £filE U LTlftnfc« <r LT 

, 24^7U-h*^2^Cti, 0.« DHS0*«*1i1MA*Ih SI b 022^C 1 M 
=r*^*$^> + 0.5mH IBMX&&£lttl/^Aftfcc dCD#&T, 1 BBK>* 
i"<-*- (37-C5XC0O *Tig£bfco 

ttRxaitt* dmsocct ix io-% ixio-\ ix.i<r 4 Mfc*iRU *tt?n*5oo 
«*ru 2xio-\ 2xio-\ zxiQ-'mmmhtzo rb5co.2xdmso$m«sik 

Lfc„ >*'J>ii N *K>100/*H (0.»}g7;^$> (BSA) *<ttf3ril HC1 

RU 2nM£S83!£Lfco 

miaCx^tf^^y>i:IBMX^^Dbfe245 ! ?:7'l/--h^, ^>^ a ^_ 

* o as u tracer m&ttT*y* *v>t imomurmm^it ut 

*Anfc2^C0.2X IMSO««4500/zl/rtk«*6*Anfc. (Cfttt, *<Dt$ 
IBMSMfcAftfcrt) HU 0.2XDHS0ft« (25 s *) b < tt&ttggftj (207O 500 
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BW>*a^-*- (37-C, 5JC0O tf>-cJg*bfco 
Mjy'Jt'JH (TG) fc7Pr^> (Protein) g>jgj£ 

Sbfc 410nn) o 1*1 vc, V 7"d K^7^3-Mttlii fc 

jKH*-C5e*RLfc«««.5BH > ojDA. *<«*U ^3fc*tttCT7af 
>T> («Stt*:595ni) £*Bl£U*:e 

»JHft^ftK^yy^V> (Pioglitazone) lxlO" f M©T G «S(E3Ifl=J8£100 
j h Ul^j (_) T >f >^tj> ( + ) *OX2:UTttK'lfc"&*©TGS«iS5if^ffl (% 
) *#M>fc. tt»*WT©ai est. 



SI 





(M) 


TGMUEatfWB (%) 




lx 1 O" 3 


38. 2% 
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6 -^>^>^J^-;i/A;w^^i'-2-^^D7Dt;i/- 1 - ( 2 -7)i* 
^>X-f X yj-fr (17 7) 

;i^>X4 liTV-fr (16 3) 

l- (t7iz;i/-4->f;M^H -6- ( 1 -:/*>*;u*-;u;fr;w^>r 
;u) -2-^;i"^>X>f ^^-^ (17 2) 

C57BL/KsJ-dbn db+/db+, C57BL/KsJ-dbn +b/+b (Jackson Laboratory) £>5 

&#£^T&#£&3fc& (CE-2, U*?ls?) ^MSLko U^it^^ 
X<D&mM\Z&t}^T, lOOmg/ksTO.lXs 30ag/kre0.03X, lOng/kgT 0.01 

tetedb/db^*^^ jfti^. jfa^MJ^U-tr^ K&&icg*^T£ 
He^^^H^^^^^^ (^^F^ti8jS^-105ift) o 7 

Chase Heparinized Capillary Tubes) £#^T&SS£IlftSU D Sife U 

•fe^-f jfaiK-r >^u>«e, 7B§£ifc»is iMtt r-y^y-fe^ k 
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*<O*«tttl0-15^1©Jfil»*ffli\ GP0-p-?DD7i>>-;i/£ (h'J^'J 

MS 
^2 



S-^S (ag/kg) JtoWfcTtta (X) 



<b$m ( 1 7 7) 3 0 3 4.5 

fc£*l<16 3) 3 0 7 2 

flj«(172) 10 70-80 



u mm**, msm aiass*) , m 

Habson-Mcndenhall««S, u7'J^rXA> Kobberling-Dunnigan^ 
SeipftM£, Uvrence^f&g, Cushing^&Ps ft*g^S&tT) ^ ISSi^ 
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7fD-Afi»RjHbS, ifoBiMSJS (RHUS* *C^±«) s BifiiHNi 

n^fittn^ttSs wasHSrtBu x 

* L < ttP C T Aft©S«**0}&«»Ji: UT*fflT?a&S. 
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fcTSRSx -i>ity->X, mBLm-&&&. JBSlttK* ^KKPCTA 



n (R 4 ) 




\ 

Ri 



^d^>I?s adtu-^ flEar/p***, ^D&&r;u*;i^ tar 

-cEasnt^T* its 
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nttO-3©Bfcfc*l*TS. 



n (RJ 
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* (I) 4\ R i 7>J-;u;^-;H N Xi±fi»TJU^;u*T* 

^d4t>jr^ ad7>j-;^ ADfi»7;^^ % 
;n/**>£, - hoi, 7;;g, i/7;S, 7'j-;i/S, 7>j-;nss7;^ 

e ft s» x t? sat? »a * n-c ^ t *> j: ^ 

R4tt4>tt<0Blfc«Tft5. 
nttO-3©88te»*T3. 



WO 97/24334 



PCT/JPW/03858 



285 



^oy>w s ad?'J-;h, fift7;^;i/«, adM7;^;h, {g&r 
/i/^ + s/Jt -hni, 7;;S, 5"7V«, TU-Ji^ r 'J 




CO 
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n (R/) 




\ 



R 6 

5* (II) (k Ritt-ffl*3^tt-#ED. 

ad^r^ adt'Jhi/S, ffi&7^*;i^ ^nfi»r;i/*A>£, 

-hag. r^g, i/7y^ T'j-^at vtvt'J-jus, 
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0^0 



CI la) 



R*' tt^Dy>Bft$ntt^* J:^«ft**ai-ea&5 B 

nl±O~30«fcfcJBti*-r5o 



WO 97/24334 



PCT/JP96/03858 



288 



n (R 4 0 




01) 



A (11) *K R.ii-<I;fc*v^-fI<Dx 
^uvym^, AD7'J-JH N fia7;i/*^S, ^ote»7Vu*;wak 

yuu*-^/^^ 7 u -^fia7^*;v*stRl*3l» , 



(S (Iia) R,ttM**8*T07^«, AD«7)^;i/^ 7'J- 



Ri 




(I la) 
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ntt0-3®fift£Sgi*-r5 o 



n CR 4 ') 




\ 



« (II) Ritt-ffl*SV^-«®* 
* -hDl, 7^«s ^7>/l, 7'J-JlS, ->7;7'J-JH, 
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(Ma) 



(it (Ha) R»lijK*ft8£T©7 F ;i'*;us v ^aaar;^;^ 71J- 

) T-£&£*iTOT4>,fc<, 5fcRittfi«7Mi/ >5*5lMififtm 
R«* ttAny>»»$*iT^T*J:v^ft;**l6T&s. 

trs«, BRaftfflt ««tX< *>U<iiPCTA 
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291 



n (r;) 




(Mi) 



5£ (111) *K Ril±HB»5^tt-(l£D, 

7*;*, 2/7^8, 7'J-;^ ^D7>J-;^ i/7y7'J-;H, 

Rntt 

H 

0 0 o 

(jt (Ilia) * N RuttHURR8 ^nfiftr/l/*;^ ^j; 



WO 97/24334 



PCT/JP96/03858 



292 



it (III) Rftt-ffl*5V^«±rfflo, 

So 



n (R 4 0 




(III) 
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Rutt 



H 

o' An oT 

0 



(Ilia) 



K*e. WffilfilE , 3 *S^)£„ KiliSHJCa^ 
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Re 

3 (III) R»tt-<l&5i>fctn|io x 
R..li 

H 

0**0 J (Ilia) 
(a (Ilia) R»ittBUMS8 StCTI^+AS, ^DgaTVl^;!^ 7 ,j 
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TrD-AttUilWfc JfoMW* *«3ifiifi£ft % S3**, « 

mttzmm, 4>#t>z, *b<utPCT 



n (R 4 ') 




\ 



Rl3 

s$ (IV) ck RuJi-flftS^tt-fflflDMny^JR^ @&7>;u*;t,^ ad 
fitt7VU*M£, fil&TVW*^ - hag, *>7V£, 7>>J-;u 

;i/*-;Wfi»r^*^*, 7"J-;u^^-;ut= >>a£Xti:tt*3SS-e«fc*n 

R »^f»7;^Mt$ So 
Rutt 
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H 

AT (iVa) 

0 



(a (iva) *R..ttflM™**» X ttry-*as-efc 5 . ) -ca^nsatts 

ttzms.. 4>#t>-^ 8K8£r#£, »D£, SS»S, *U<ttPCTA 



n (R 4 0 
R 



^>~~N (IV) 



flE«™*/Hfc, tJSriW+yS, = hn* rs^a, -> 7 ^ T i;-n, 
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H 

0**0 T ClVa) 
0 



nttO~3og &T . $(5o 

, . xcrm ^ asmmmmzG®: 

*T*fc_ WMft ffft. S »tX, * L<ttPCTA 




(IV) 
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<BJA7A,*a,& «ar;u3*^*, -Hd& n 7^/^ ^> 7 ;^ 
;u*-;MS»™*a«. 7'J-;w;^7* '«Xtt**fla-e«fc*ft 
R»«ttM77i^;i^rc&5« 



(5$ (iva) *R..ttfia^;i,^/i,*xtt7y-;batT*5. ) -rmsnsg&s 



R.sl± 




R. 



26 



n (FV) 




a (VIII) Ritt**K^ 7U-;^;^^S, Xtsfi«T^^;i/»7! 
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PCT/JP96/03858 



/>D4r>a?1 '">t>)-»* mrji^ ^Dft*™*^ ^ 
;=Kn* 71J _^ r y» ;HEa ^ u+ 

14. *STSt)^ti5^>X^ ?*-V/-;m»#XHt«t LTftS^fts* 



WO 97/24334 



PCT/JP96/03&58 



300 

coil. 




a (IX) ^ RufctjdcjMS^ K*ft7ST®7^*;^ Anfiar;u^ 
7'J-;HS»7^*^ «SBfta7;u*;u*, 
^ D«*^ifiia7;u*;Hitf ft 0 , u -/uffia7;i/*;u*03f8*gi*-jBfc 
a^ttr«<o N Aoy>f^ flHft7;i/*^ak ;M3&a7vt>*;i^ */?J7 

P7'j-;i/g, T'j-^x^^W&aT;^;^ 7'J-;^;u-a7;; 

— ^a-*^*. r >j-;u^;i/^-;u^ 7'J-^*;^^7^;$ % Xtt-ffl 

3*H£ar;i/*;i*> tt»i/^D7;^Ms ry-^ak ru-^fgar^ 
*;vat* fiar^^T^yat, fia^A^*^ ffiaTvur;^*** tn 

yjusayvi^uak ft«7^3*^fi»7^^i, ^ar^^^^^ar 

7'j-^fc tt«Ji& 7'J-;i/6i7J^;^ t|fD^>f«7 
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CX) 



ay 



**** r.j-***^,^^ Ty _^ A4e;= ^ 
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H 





R37 
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dam™***, 3-y-** 7y-;Ht«T^*;i,aixttry-^^ 

"a- 

* (XII) «k H»aafR3itt*li«ia4t**il?, i\ay*m** 
***** noWKT***^ ry-** ?«-A«i7*+AlXtt7.j 
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NC- 



<X>- R ' 



(XIII) 



5* (XIV) RaTfitfRi.tt^ftttiaAC**!^ /\d>T>^ 

*jj±fri£zLfr^ [2- (N-**y) -KU^f;i] 
N-^^-N- *;u;^E-f;i'£* f-*^;u*ij y*;u#=;u 




R 



R 



37 
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, ^^^^ b 
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W-» s l-(2-^DD^> i ;;u,-2- n - r nt; 1/ -6-[(4-t,;i;;^ 
^^W^^ I-IMdd-oj;*).^^. 

2-* DDt>i?A).M ? j H . [{! . K V *A)*;wt*.f *H> X -f 5 y 

HHdb^^aJ+x h*^*^#^-2- n - 
[4-( h ';7A* D >fAW>j;Ah>X^jri/-^ HS,4-5>*dd^>j; 
;v*-;w-2-^?;^>x-f 5 HH-^^H-x 

-2-b-7di;m>^5^-^ 6-*JU**->-l-<2,6--^7DD^>i;,i,)-2 
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H«-r^>^ )+i , ^^^^^ , ^ ^ 
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(2,4-^ £ d n^>^;u)-5-x h *s,£;i,#-;i,-2-.* ^;u^>x-f * *V-;w 
tD. SMcOlSHK 4. 7, Sfcttl 0©Mmfr£!3«®fc£«i (SCI -IV) 

23. »^<oeai, 4s 7, £fctti o©^mipfcf3tt0fc£ij& (^i~iv 

2 4. m&<D*m \ 3-2 0©Ml*nfrCEttOfl3^tt*W»fiS»2;UT^r 

2 5. TIB (A) - (D) ®:i^©i*rftfrSStr£fc£»afcTa* £$095 
H 1 3 - 1 5 1 9 O^-fftip tffi«©^>X-f 5. ^V-^8*flL0S£g£$£ 

o 

(A) (8* ) 




(8' ) 
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n(R«) 



a 



(B) TSt (1 0' ) 



Kb 



T^C ( 1 1 1 ) 



(CJ (1 2' ) 
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«<*> N 

Rid 

(D) Tit (l 4' ) 



(14') 



TA (15' ) 

(15,) 

Ft, c 



R«.-R..t±*ii«i»B<OR,. Rn Ri., R»afcttR,.«*U R».- 
Ra.te^n-en^; 
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o* s *o X-A — 



R33— A — 

(a* R , , £tf A tt mrIB t ISIS tt Sir ^to * ) 
Hae— A — 

26. a (1 6 - ) 



©«*t«f) Oft6«»***CJt51n*»IH,Ta (1 7' ) 

^ C "<XiH- (17') 
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Tit ( 1 8 ' ) 

3-1 6Xttl 9fl>^m*CE«o^>X-f S^-ABjKCoiga^. 

2 8. TS (1 9" ) 



(19') 



<&5ufctTs£ (2 0*) 

> (2 0') 

l 2 1 ' ) 
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(21') 




**^, W -* iBtl , i:!:t)|||m 

2 9. Tit (2 2' ) 

•■CO-* 
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(44) (45) 




(46) (47) 
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(64) (65) 



5/58 
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(76) (77) 
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7/58 

E7 




(78) (79) 
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Specification 



Benzimidazole Derivatives 

Technical Field 

The present invention pertains to new benzimidazole derivatives. In more detail, it 
pertains to new benzimidazole derivatives having hypoglycemia or PDE5 inhibitory effects, and 
to pharmaceutically acceptable salts thereof. Furthermore, the present invention relates to 
pharmaceuticals containing said benzimidazole derivatives or salts thereof as effective 
constituents. 

Disclosure of Invention 

The purpose of the present invention is to provide new benzimidazole derivatives and 
pharmaceutically acceptable salts thereof, as well as pharmaceuticals containing said 
benzimidazole derivatives or salts thereof as effective constituents, wherein such compounds and 
pharmaceuticals are used to prevent or treat impaired glucose tolerance, diabetes (type II 
diabetes), diabetic complications (e.g., diabetic nephropathy, diabetic neuropathy, diabetic 
retinopathy), insulin resistance syndromes (e.g., insulin receptor anomaly, Rabson-Mendenhall 
syndrome, repliconism, Kobberling-Dunnigan syndrome, Seip syndrome, Lawrence syndrome, 
Cushing's syndrome, acromegaly), hyperlipemia, atherosclerosis, angio cardiopathy (angina 
pectoris, cardiac failure), hyperglycemia (e.g., what can be characterized by anomalous 
saccharometabolism, such as eating disorder), or hypertension; or angina pectoris, high blood 
pressure, pulmonary hypertension, congestive cardiac failure, glomerulopathy (e.g., diabetic 
glomerulosclerosis), tubulointerstitial mellitus (e.g., nephropathy induced by FK506 or 
cyclosporine), renal failure, angiostenosis (for example, after percutaneous transluminal 
angioplasty), telangiosis, cerebral apoplexy, chronic reversible atresia (e.g., bronchitis and 
asthma (chronic asthma, allergic asthma)), allergic rhinitis, urticaria, glaucoma, diseases 
characterized by entero dyskenesia (for example, hypersensitive anaphylaxis), impotence (e.g., 
organic impotence, psychic impotence), diabetic complications (e.g., diabetic gangrene, diabetic 
arthropathy, diabetic glomerulosclerosis, diabetic dermopathy, diabetic neuropathy, diabetic 



cataract, diabetic retinopathy), nephritis, carcinoma cachexia, or post-PCTA restenosis, and so 
forth. 

The inventors have provided the pharmaceuticals, which are expressed by the following 
formulas (I) - (IV) and (VIII) ~ (XIV), to prevent or treat impaired glucose tolerance, diabetes 
(type II diabetes), diabetic complications (e.g., diabetic nephropathy, diabetic neuropathy, 
diabetic retinopathy), insulin resistance syndromes (e.g., insulin receptor anomaly, Rabson- 
Mendenhall syndrome, repliconism, Kobberling-Dunnigan syndrome, Seip syndrome, Lawrence 
syndrome, Cushing's syndrome, acromegaly), hyperlipemia, atherosclerosis, angio cardiopathy 
(angina pectoris, cardiac failure), hyperglycemia (e.g., what can be characterized by anomalous 
saccharometabolism, such as eating disorder), or hypertension; or angina pectoris, high blood 
pressure, pulmonary hypertension, congestive cardiac failure, glomerulopathy (e.g., diabetic 
glomerulosclerosis), tubulointerstitial mellitus (e.g., nephropathy induced by FK506 or 
cyclosporine), renal failure, angiostenosis (for example, after percutaneous transluminal 
angioplasty), telangiosis, cerebral apoplexy, chronic reversible atresia (e.g., bronchitis and 
asthma (chronic asthma, allergic asthma)), allergic rhinitis, urticaria, glaucoma, diseases 
characterized by entero dyskenesia (for example, hypersensitive anaphylaxis), impotence (e.g., 
organic impotence, psychic impotence), diabetic complications (e.g., diabetic gangrene, diabetic 
arthropathy, diabetic glomerulosclerosis, diabetic dermopathy, diabetic neuropathy, diabetic 
cataract, diabetic retinopathy), nephritis, carcinoma cachexia, post-PCTA restenosis and so forth. 



n <R 4 > 





Rl 



In the formula (I), R } is a hydrogen atom, an arylsulfonyl group, or a lower alkyl group. 
Said lower alkyl group may be substituted with 

one or two aryl groups or heterocyclic groups 



which may be substituted with a substituent(s) selected from a group 
comprising 

a halogen atom, a haloaryl group, a lower alkyl group, a halo- 
lower-alkyl group, a lower alkoxyl group, a nitro group, an amino 
group, a cyano group, an aryl group, an aryl-lower-alkyl group, an 
aryl-lower-alkyloxy group, a haloaryl-lower-alkyloxy group, an 
arylsulfonyl-Iower-alkyl group, an arylsulfonylamino group, a 
cyanoaryl group and a heterocyclic group. 
R 2 is a hydrogen atom, a lower cycloalkyl group, a hydroxy group, a lower alkoxyl 
group, a mercapto group, a lower alkylthio group, an amino group, a lower alkylamino group, a 
carboxy group, an aryl group, or a lower alkyl group. Said lower alkyl group may be substituted 
with a halogen atom(s), a lower alkoxyl group(s), a cyano group(s), a chlorocarbonyl group(s), 
an aryl group(s) or a heterocyclic group(s). 

R 3 is a carboxy group, an esterificated carboxy group, an amidized carboxy group, an 
amino group, an amido group, or a sulfonyl group. Said amino group and said amido group may 
be substituted with an acyl group(s) or a sulfonyl group(s). A halogen atom(s), an amino 
group(s) or an acylamino group(s) is(are) bonded to said sulfonyl group(s). Moreover, R 3 may 
be bonded to the main rings through a lower alkylene group or a lower alkenylene group. 
R4 is a neutral substituent. 
The symbol n is an integer of 0 - 3. 



n (R 4 ') 




\ 



R 6 

In the formula (II), R* is an aryl-lower-alkyl group which may be substituted with one or 
two substituents selected from a group comprising 

a halogen atom, a haloaryl group, a lower alkyl group, a halo-lower-alkyl group, a 
lower alkoxyl group, a nitro group, an amino group, a cyano group, an aryl group, 
a cyanoaryl group, an aryl-lower-alkyloxy group, an arylsulfonyl-lower-alkyl 



group, an arylsulfonylamino group, an aryl-lower-alkyl group, and a heterocyclic 
group. 

R7 is a lower alkyl group or a lower cycloalkyl group. 
Rg is a carbamoyl group. Said carbamoyl group may be substituted with 
an aryl group which may be substituted, or 

a lower alkyl group which may be substituted with a heterocyclic group(s) which 
may be substituted, an aryl group, a heterocyclic group, and 



wherein in the formula (Ha), R 9 is an alkyl group with eight or less carbon atoms, 
a halo-lower-alkyl group, an aryl-lower-alkyl group, a hydroxy-lower-alkyl 
group, a tri-lower-alkylsilyl-lower-alkyl group, a lower alkoxy-lower-alkyl group, 
a lower alkylthio-lower-alkyl group, a heterocyclic group, or an aryl group, 
whereas said aryl group may be substituted with a halogen atom, a lower alkyl 
group, a halo-lower-alkyl group, a lower alkoxyl group, or a nitro group. 

Moreover, Rg may be bonded to the main rings through a lower alkylene group, or a lower 

alkenylene group. 

R4' is a hydrocarbon group which may be substituted with halogens. 
The symbol n is an integer of 0 ~ 3. 



n (R<0 




(Hi) 



\ 



In the formula (EI), R^ is an aryl-lower-alkyl group which may be substituted with one or 
two substituents selected from a group comprising 

a halogen atom, a lower alkyl group, a halo-lower-alkyl group, a lower alkoxyl 
group, a nitro group, an amino group, a cyano group, an aryl group, a haloaryl 
group, a cyanoaryl group, an aryl-lower-alkyloxy group, an arylsulfonyl-lower- 



alky] group, an arylsulfonylamino group, an aryl-lower-alkyl group, and a 

heterocyclic group. 
R7 is a lower alkyl group or a lower cycloalkyl group. 
Rh is a substituent expressed by the following formula. 



H 

° °T 

(In the formula (Ilia), R ]2 is an alkyl group with eight or less carbon atoms, a halo-lower-alkyl 
group, an aryl-lower-alkyl group, a hydroxy-lower-alkyl group, a tri-lower-alkylsilyl-lower-alkyl 
group, a lower-alkoxy-lower-alkyl group, a lower alkylthio-lower-alkyl group, a heterocyclic 
group, or an aryl group. Said aryl group may be substituted with a halogen atom(s), a lower 
alkyl group(s), a halo-lower-alkyl group(s), a lower alkoxyl group(s), or a nitro group(s).) Rn 
may be bonded to the main rings through a lower alkylene group, or a lower alkenylene group. 

R4' is a hydrocarbon group which may be substituted with halogens. 

The symbol n is an integer of 0 - 3. 




In the formula (IV), R ]3 is an aryl-lower-alkyl group which may be substituted with one 
or two halogen atoms, lower alkyl groups, halo-lower-alkyl groups, lower alkoxyl groups, nitro 
groups, amino groups, cyano groups, aryl groups, haloaryl groups, cyanoaryl groups, aryl-lower- 
alkyl groups, arylsulfonyl-lower-alkyl groups, arylsulfonylamino groups, or heterocyclic groups. 

Rh is a lower alkyl group. 

R15 is a substituent expressed by the following formula. 



(In the formula (IVa), Rig is a lower alkyl group or an aryl group.) 

R4' is a hydrocarbon group which may be substituted with halogens. 
The symbol n is an integer of 0 ~ 3. 

R 20 n(R 4 ') 

In the formula (VIII), Ri is a hydrogen atom, an arylsulfonyl group, or a lower alkyl 
group. Said lower alkyl group may be substituted with 

one or two aryl groups or heterocyclic groups, 

which may be substituted with substituents selected from a group 
comprising 

a halogen atom, a haloaryl group, a lower alkyl group, a halo- 
lower-alkyl group, a lower alkoxyl group, a nitro group, an amino 
group, a cyano group, an aryl group, an aryl-lower-alkyloxy group, 
an arylsulfonyl-lower-alkyl group, an aryl-lower-alkyl group, a 
haloaryl-lower-alkyloxy group, an arylsulfonylamino group, an 
arylcarbonylamino group, an arylcarbonyl group, an arylalkenyl 
group, a cyanoaryl group and a heterocyclic group. 
R2 is a hydrogen atom, a lower cycloalkyl group, a hydroxy group, a hydroxy-lower-alkyl 
group, a lower alkoxyl group, a mercapto group, a lower alkylthio group, an amino group, a 
lower alkylarnino group, a carboxy group, an aryl group, or a lower alkyl group. Said lower 
alkyl group may be substituted with a halogen atom(s), a lower alkoxyl group(s), a cyano _ 
group(s), a halocarbonyl group(s), an aryl group(s) or a heterocyclic group(s). 



R:5 is an alkyl group with eight or less carbon atoms, a lower cycloalkyl group, a halo- 
lower-alkyl group, a tri-lower-alkylsilyl-lower-alkyl group, a lower alkoxy-lower-alkyl group, a 
lower alkylthio-lower-alkyl group, an aryl group, a heterocyclic group, an aryl-lower-alkyl 
group, or a hydroxy-Iower-alkyl group. Said aryl group may be substituted with a halogen 
atom(s), a lower alkyl group(s), a halo-lower-alkyl group(s), a lower alkoxyl group(s), or a nitro 
group(s). 

R26 is a hydrogen atom or a lower alkyl group. When said R 2 s and R26 are lower alkyl 
groups, they can bond together and form a ring. 

Y is a carbonyl group or a lower alkylene group. 

The symbol A represents a single bond, a lower alkylene group, or a lower alkenylene 

group. 

R4' is a hydrocarbon group which may be substituted with halogens. 
The symbol n is an integer of 0 - 3. 

K, 

In the formula (IX), R27 is a hydrogen atom, an alkyl group with seven or less carbon 
atoms, a halo-lower-alkyl group, arylsulfonyl group, aryl-lower-alkyl group, heterocycle-lower- 
alkyl group, or haloheterocycle-lower-alkyl group. The aromatic ring of said aryl-lower-alkyl 
group may be substituted with one or two halogen atoms, lower alkyl groups, halo-lower-alkyl 
groups, cyanoaryl groups, amino groups, lower alkoxyl groups, nitro groups, cyano groups, aryl 
groups, haloaryl groups, arylsulfonyl-lower-alkyl groups, arylsulfonylamino groups, aryl-lower- 
alkyloxy groups, aryl-lower-alkyl groups, heterocyclic groups, aryloxy groups, arylcarbonyl 
groups, arylcarbonylamino groups, or aryl-lower-alkyloxy groups which are substituted with one 
or two halogen atoms. 

R28 is a hydrogen atom, an alkyl group with seven or less carbon atoms, a halo-lower- 
alkyl group, a lower-alkoxy-lower-alkyl group, a lower cycloalkyl group, an aryl group, an aryl- 
lower-alkyl group, a lower alkylamino group, a lower alkoxyl group, a lower alkylthio group, a 
hydroxy group, a mercapto group, an amino group, or a carboxy group. 



R:s is an alkyl group with eight or less carbon atoms, a halo-lower-alky 1 group, a tri- 
lower-alkylsilyl-lower-alkyl group, a lower-alkoxy-lower-alkyl group, a lower alkylthio-lower- 
alkyl group, an aryl group, a heterocyclic group, an aryl-Iower-alkyl group, or a hydroxy-lower- 
alkyl group. Said aryl group may be substituted with a halogen atom(s), a lower alkyl group(s), a 
halo-lower-alkyl group(s), a lower alkoxyl group(s), or a nitro group(s). 

R26 is a hydrogen atom or a lower alkyl group. When said R25 and R 2 & are lower alkyl 
groups, they can bond together and form a ring. 

Y is a carbonyl group or a lower alkylene group. 

The symbol A represents a single bond, a lower alkylene group, or a lower alkenylene 

group. 

R29 is a hydrogen atom or a lower alkyl group. 




In the formula (X), R30 is a hydrogen atom, an aryl-lower-alkyl, an arylsulfonyl-lower- 
alkyl group expressed by a formula, 




which may be substituted (wherein in the formula (Xa), R31 is a hydrogen atom, a cyanoaryl 
group, an amino group, a lower alkoxyl group, a nitro group, a cyano group, an aryl group, a 
haloaryl group, an arylsulfonyl-lower-alkyl group, an arylsulfonylamino group, an aryl-lower- 
alkyloxy group, an aryl-lower-alkyl group, a heterocyclic group, or an aryloxy group), an aryl- 
lower-alkyloxy group which may be substituted with one or two halogen atoms, an arylsulfonyl 
group, a heterocycle-lower-alkyl group, an arylcarbonylamino group, an arylcarbonyl group, an 
arylalkenyl group, or a lower alkylenedioxyaryl group. The alkyl section of said aryl-lower- 
alkyl group may be further substituted with a lower alkyl. 



R32 is a hydrogen atom, a lower alkyl group, a halo-lower-alkyl group, a lower cycloalkyl 
group, an aryl group, an aryMower-alkyl group, a lower alkylamino group, a lower alkoxyl 
group, a lower alkylthio group, a lower alkoxy-Iower-alkyl group, or a heterocycle-lower-alkyl 
group. 

R 33 is a carboxy group, a lower-alkoxycarbonyl group, a (2-cyanoaryl) oxycarbonyl 
group, or a substituent expressed by the following formula. 



H 




(In the formula (Xb), Y is a carbonyl group or a lower alkylene group. R 34 is an aryl group 
which may be substituted, a lower alkyl group which may be substituted with a heterocyclic 
group, an aryl group, or a heterocyclic group.) 

The symbol A represents a single bond, a lower alkylene group, or a lower alkenylene 

group. 

R4' is a hydrocarbon group which may be substituted with halogens. R4' includes an 
alkyl group, an aralkyl group, an alkynyl group, or one of the preceding materials which is 
substituted with halogen atoms. R4' may be saturated or unsaturated. R4' may be of either a 
chain form or a ring form. It may be branched in some cases. When IV is substituted with 
halogen atoms, the halogen atoms may be any halogens. The number of halogen atoms is not 
restricted. The symbol n is an integer 0-3. Therefore, one, two or three (R^'s may be bonded 
or no R4' may be bonded. R4' could be bonded at an ortho, meta, or para position in relation to 
the other substituent. When R 30 is a hydrogen atom, n is zero, in other words, no R4' is bonded. 




In the formula (XI), R35 is a hydrogen atom, an ary! group, a lower-alkoxy-lower-alkyl 
group, a lower alkyl group, or an aryl-lower-alkyl group. 

Rjg is a carboxy group, a lower alkoxycarbonyl group, a heterocycle-lower-alkylamino 
group, or a heterocycle-lower-alkylcarbarnoyl group. 

R37 and R38 are a hydrogen atom, a halogen atom, a lower alkyl group, a halo-lower-alkyl 
group, an aryl group, an aryl-lower-alkyl group, or an aryl-lower-alkyloxy group, respectively. 

The symbol A represents a single bond, a lower alkylene group, or a lower alkenylene 
group. When R35 is a lower alkyl group, A is a lower alkylene group, or a lower alkenylene 
group. 



In the formula (XII), R 37 and R 38 are a hydrogen atom, a halogen atom, a lower alkyl 
group, a halo-lower-alkyl group, an aryl group, an aryl-lower-alkyl group, or an aryl-lower- 
alkyloxy group, respectively. 

R39 is a lower alkyl group. 

R40 is a hydrogen atom, a lower alkoxycarbonyl group, a lower alkanoyl, a lower 
alkanesulfonyl group or a carbamoyl group. 




R 



37 




R 



37 



In the formula (XIII), R37 and R 3S are a hydrogen atom, a halogen atom, a lower alkyl 
group, a halo-lower-alkyl group, an aryl group, an aryl-lower-alkyl group, or an aryl-lower- 
alkyloxy group, respectively. 

R7 is a lower alkyl group or a lower cycloalkyl group. 



In the formula (XTY), R 37 and R 38 are a hydrogen atom, a halogen atom, a lower alkyl 
group, a halo-lower-alkyl group, an aryl group, an aryl-lower-alkyl group, or an aryl-lower- 
alkyloxy group, respectively. 

R7 is a lower alkyl group or a lower cycloalkyl group. 

R41 is a 2-pyridylcarbamoyl group, a 2-carboxy-l-pyrrolidinocarbonyl group, an N- 
methyl-N-(2-pyridylmethyl) carbamoyl group, a homopiperidinocarbonyl group, a [2-(N-oxo)- 
pyridylmethyl] carbamoyl group, a 4-(dimethylamino) benzylcarbamoyl group, a 
piperonylcarbamoyl group, an N-methyl-N-(2-pyridyl) carbamoyl group, a 
thiomorpholinocarbonyl group, a halosulfonyl group, an aminosulfonyl group, an 
acylaminosulfonyl group, a lower alkoxycarbonyl group, or a carboxy group. 

R29 is a hydrogen atom or a lower alkyl group. When R41 is a lower alkylcarbonyl group 
or a carboxy group, R 2 9 is a lower alkyl group. 

Moreover, the present invention provides the new benzimidazole derivatives, which are 
expressed by the formulas (VTII) - (XTV), and salts thereof. 

The benzimidazole derivatives provided by the present invention are produced through 
the reaction formulas (a) ~ (f), shown hereafter. 




R 



(XIV) 



R 



37 



OB) (19) (20) (e) 

(21) Rle 

^^NHCORjf ^"^NHCORjf ^ ™H 

(22) (23) (24) (0 

(25) 

Ru - Rif in the reaction formulas are chosen from the previously-mentioned R h R$, R K 
Rn, R22, R23, R27, R30 or a substituted benzyl group expressed by the next formula. 

R37 



(In the formula, R 37 and R 38 represent the same groups as previously-explained, 
respectively.) R 2a - R 2 f are chosen from the previously-mentioned R 2 , R 7 , R K) R 18 , R 28 , R 32 , R: 
or R 39 . The substituents R 3a - R 3f are chosen from the substituents expressed by the formula, 



0**0 



wherein in the formula, R25, R26, Y and A represent the same groups as previously-explained, 
respectively, or previously-mentioned R 3 , R 8 > Rn, R ]5 , Ru, R24, AR 33 , AR 36 , NHR40, CN, or &n. 
Moreover, substituents which define R 3a ~ R 3f can be interchanged. For example, as illustrated 



in the reaction formulas (g) and (h), an ester compound (26) can be altered to an acid compound 
(27) or an acid halide compound (28). By reacting with an amine or a sulfonamide, a desired 
benzimidazole may be produced. Or, derivatives can be obtained as illustrated in the reaction 
formula (i), (j), (k), (1), (m), or (n). These alterations of R 3a - R 3 f can be performed using any 
process shown in the reaction formulas (a) - (f). A process is chosen based on the stability of 
Ria - R|f and R 2a - R2r» or the ease of isolation. 



Ria-f kia-f 
(26) (27) 



(9) 



(In the reaction formula, Rg represents a lower alkyl group, and Ri a -f and R 2a ^f represent the 
same as previously described.) 



kia-f Ria-f 
(27) (28) 

(In the formula, Z' represents a chlorine atom, or a bromide atom, and Ri 2 _f and R2 2 ~f represent 
the same as previously described.) 




(In the formula, Ri a -f and R2a~f represent the same as the previously described.) 



Ria-f 

(27) (31) 



Ria-f 



(j) 



Ria-f 



(32) (33) Rla " f 

(In the formula, R iiH - and R 2a - f represent the same as previously described.) 

In the reaction formula (a), a compound of the formula (1) is processed with a base such 
as sodium hydride, lithium diisopropylamide, lithium hydrogencarbonate, lithium carbonate, 
sodium hydrogencarbonate, sodium carbonate, sodium hydroxide, potassium hydrogencarbonate, 
potassium carbonate, or potassium hydroxide, and is processed with a compound expressed by 
R ]a Z (Z represents a chlorine atom, a bromine atom, toluenesulfonyloxy group, or a 
methanesulfonyloxy group.) in order to produce a compound of the formula (2). A compound of 
the formula (2) can be altered to a compound of the formula (3) by a method such as (1) reducing 
it with reduced iron or zinc under an acidic condition, (2) reducing it with a transition metal 
catalyst primarily exemplified by palladium, platinum, ruthenium, and nickel under a hydrogen" 
environment, (3) reducing it with a transition metal catalyst primarily exemplified by palladium, 
platinum, ruthenium, and nickel under a presence of formic acid, and (4) reducing it with sodium 
hydrosulfite. In many cases when the method (1) is used, a compound of the formula (3) is 
reduced within the reaction system to directly produce a compound of the formula (4). Some 
compounds may partially produce a compound of the formula (4) under any condition in the 
methods (1) through (4). A compound of the formula (4) is produced from a compound of the 
formula (3) with a carboxylic acid such as acetic acid, p-toluenesulfonic acid, hydrochloric acid, 
sulfuric acid, or phosphoric acid, sulfonic acid, or an inorganic acid. 

In the reaction formula (b), a compound of the formula (5) undergoes a hydrolysis or 
solvolysis with a base such as lithium hydrogencarbonate, lithium carbonate, lithium hydroxide, 
sodium hydrogencarbonte, sodium carbonate, sodium hydroxide, potassium hydrogencarbonate, 
potassium carbonate, or potassium hydroxide, a carboxylic acid such as acetic acid, p- 
toluenesulfonic acid, hydrochloric acid, sulfuric acid, or phosphoric acid, sulfonic acid, or an 



inorganic acid and produces a compound expressed by the formula (6), A compound of the 
formula (6) is processed with a base such as sodium hydride, lithium diisopropylamide, lithium 
hydrogencarbonate, lithium carbonate, lithium hydride, sodium hydrogencarbonate, sodium 
carbonate, sodium hydroxide, potassium hydrogencarbonate, potassium carbonate, or potassium 
hydroxide, and is processed with a compound expressed by RibZ (Z represents a chlorine atom, a 
bromine atom, toluenesulfonyloxy group, or a methanesulfonyloxy group.) in order to produce a 
compound of the formula (7). A compound of the formula (7) can be altered to a compound of 
the formula (8) by a method such as (1) reducing it with reduced iron or zinc under an acidic 
condition, (2) reducing it with a transition metal catalyst primarily exemplified by palladium, 
platinum, ruthenium, and nickel under a hydrogen environment, (3) reducing it with a transition 
metal catalyst primarily exemplified by palladium, platinum, ruthenium, and nickel under a 
presence, of formic acid, and (4) reducing it with sodium hydrosulfite. A compound of the 
formula (9) is produced from a compound of the formula (8) and a corresponding carboxylic 
acid, acid chloride, acid bromide, or acid anhydride. 

In the reaction formula (c), a compound of the formula (1 1) is produced from , a 
compound of the formula (10) and a compound expressed by R ]C NH2. The alteration of a 
compound of the formula (1 1) to a compound of the formula (13) is the same as that of a 
compound of the formula (7) to a compound of the formula (9) in the reaction formula (b). 

In the reaction formula (d), a compound of the formula (14) can be altered to a compound 
of the formula (15) by a method such as (1) reducing it with a transition metal catalyst primarily 
exemplified by palladium, platinum, ruthenium, and nickel under a hydrogen environment, and 
(2) reducing it with sodium hydrosulfite. A compound of the formula (15) is processed with a 
base such as lithium hydrogencarbonate, lithium carbonate, lithium hydroxide, sodium 
hydrogencarbonate, sodium carbonate, sodium hydroxide, potassium hydrogencarbonate, 
potassium carbonate, or potassium hydroxide, and with a compound expressed by R ld Z (Z 
represents a chlorine atom, a bromine atom, toluenesulfonyloxy group, or a methanesulfonyloxy 
group.) in order to produce a compound of the formula (2). A compound of the formula (17) is 
produced from a compound of the formula (16) with a carboxylic acid such as acetic acid, p- 
toluenesulfonic acid, hydrochloric acid, sulfuric acid, or phosphoric acid, sulfonic acid, or an 
inorganic acid. 

In the reaction formula (e), a compound of the formula (18) can be altered to a compound 
of the formula (19) by a method such as (1) reducing it with reduced iron or zinc under an acidic 
condition, (2) reducing it with a transition metal catalyst primarily exemplified by palladium, 



platinum, ruthenium, and nickel under a hydrogen environment, (3) reducing it with a transition 
metal catalyst primarily exemplified by palladium, platinum, ruthenium, and nickel under a 
presence of formic acid, and (4) reducing it with sodium hydrosulfite. A compound of the 
formula (20) is produced from a compound of the formula (19) and a corresponding carboxylic 
acid, acid anhydride, acid chloride, or acid bromide. A compound of the formula (20) is 
processed with a base such as sodium hydride, lithium diisopropylamide, lithium 
hydrogencarbonate, lithium carbonate, lithium hydroxide, sodium hydrogencarbonate, sodium 
carbonate, sodium hydroxide, potassium hydrogencarbonate, potassium carbonate, or potassium 
hydroxide, and is processed with a compound expressed by R ]e Z (Z represents a chlorine atom, a 
bromine atom, toluenesulfonyloxy group, or a methanesulfonyloxy group.) in order to produce a 
compound of the formula (21). 

These methods usually produce a compound of the formula (21) having R 3c at mixed 
substitution positions of the fifth and sixth or of the fourth and seventh. The materials can be 
purified by a means such as recrystallization, column chromatography, thin film 
chromatography, or high speed liquid chromatography. 

In the reaction formula (f), a compound of the formula (22) can be altered to a compound 
of the formula (23) by a method such as (1) reducing it with reduced iron or zinc under an acidic 
condition, (2) reducing it with a transition metal catalyst primarily exemplified by palladium, 
platinum, ruthenium, and nickel under a hydrogen environment, (3) reducing it with a transition 
metal catalyst primarily exemplified by palladium, platinum, ruthenium, and nickel under a 
presence of formic acid, and (4) reducing it with sodium hydrosulfite. In many cases when the 
method (1) is used, a compound of the formula (23) forms a ring within the reaction system to 
directly produce a compound of the formula (24). Some compounds may partially produce a 
compound of the formula (24) under any condition in the methods (1) through (4). A compound 
of the formula (24) is produced from a compound of the formula (23) with a carboxylic acid such 
as acetic acid, p-toluenesulfonic acid, hydrochloric acid, sulfuric acid, or phosphoric acid, 
sulfonic acid, or an inorganic acid. A compound of the formula (24) can be altered to a 
benzimidazole compound by using the alteration method from the formula (20) to the formula 
(21) in the reaction formula (e). These methods usually produce a compound of the formula (25) 
having R 3f at mixed substitution positions of the fifth and sixth or of the fourth and seventh. The 
materials can be purified by a means such as recrystallization, column chromatography, thin film 
chromatography, or high speed liquid chromatography. - 



In the reaction formula (g), a compound of the formula (26) undergoes a hydrolysis with 
a base such as lithium hydroxide, sodium hydroxide, and produces a compound of the formula 
(27). A compound of the formula (27) is processed with carbonyldiimidazole and then is 
processed with an amine or a sulfonamide under a presence of a base to further produce 
benzimidazole derivatives. 

In the reaction formula (h), a compound of the formula (27) can be altered to an acid 
halide expressed by the formula (28) by thionyl chloride, thionyl bromide, phosphorus 
trichloride, phosphorus pentachloride, or phosphorus oxychloride. Benzimidazole derivatives 
can be further produced by reacting a compound of the formula (28) with an amine or a 
sulfonamide. 

In the reaction formula (i), a compound of the formula (29) can be processed with 
titanium tetrachloride to produce a compound of the formula (30). 

In the reaction formula (j), a compound of the formula (27) can be processed with an 
azide, primarily exemplified by diphenylphosporylazide, under a presence of an alcohol, 
primarily exemplified by t-butanol, to produce a compound of the formula (31). When a 
compound of the formula (31) is decomposed with an acid, a compound of the formula (32) is 
produced. A compound of the formula (33) is produced from a compound of the formula (32) 
and a compound expressed by R40Z, wherein Z represents a chlorine atom or a bromine atom. 




(35) 

(In the reaction formula, Rg, Ri a ~f and R2 a ~r represent the same as previously described. Z 
represents a chlorine atom, a bromine atom, toluenesulfonyloxy group, or a methanesulfonyloxy 
group.) 



Ria-f kia-f 
(35) (36) 

^ H 02C-^jj^ N )^R2a-f 

kia-f 

(37) 

(In the reaction formula, Ri a ^ f , R 2a ^f and Z represent the same as previously described.) 




(In the reaction formula, R^f, R 2a ~f and Z represent the same as previously described.) 




(n) 



(In the reaction formula, R ]a ~f, R 2a -f and Z represent the same as previously described.) 

In the reaction formula (k), a compound of the formula (26) can be altered by reduction 
to a compound of the formula (34). Furthermore, a compound of the formula (34) can be altered 
to a compound of the formula (35) by thionyl chloride, thionyl bromide, phosphorus oxychloride, 
phosphorus oxybromide, phosphorus trichloride, phosphorus pentachloride, methanesulfonyl - 
chloride, or toluenesulfonyl chloride. 



In the reaciion formula (1), a compound of the formula (36) can be produced by 
processing a compound of the formula (35) with sodium cyanide, or potassium cyanide. A 
hydrolysis of this material with lithium hydroxide, sodium hydroxide, or potassium hydroxide 
will produce a carboxylic acid of the formula (37). 

In the reaction formula (m), a compound of the formula (38) is obtained by oxidizing a 
compound of the formula (34), and a compound of the formula (38) is processed with an alkyl- 
(triphenylphosphoranilidene) acetate so that a compound of the formula (39) is obtained. A 
hydrolysis of this material with lithium hydroxide, sodium hydroxide, or potassium hydroxide 
will produce a carboxylic acid of the formula (40). A reaction of a compound of the formula 
(35), (37) or (40) with an amine or a sulfonylamide will further produce other benzimidazole 
compounds. 

In the reaction formula (n), a reduction of a compound of the formula (39) by a 
palladium, platinum, ruthenium, or nickel transition metal catalyst under a hydrogen 
environment or under a presence of formic acid will produce a compound of the formula (41). 

A compound expressed by 



(wherein, in the reaction formula, R] a ~f, R2 a ~f and R 3a ^f represent the same as previously 
described, and R4a~f-is selected among the previously described R4, R4', and R29,) can be 
obtained, using 



(wherein, in the reaction formula, R ]a , R2a and R3 a represent the same as previously described, 
and R4 a .is selected among the previously described R*, RV, and R29,) 



^NHCORa 



(wherein, in the reaction formula, R, b , R :b and R 3b represent the same as previously described, 
and R4 b .is selected among the previously described R4, R4', and R 29 ,) 



NO, (4 , } 



(wherein, in the reaction formula, R, c , R 2c and R 3c represent the same as previously described, 
and R4 C .is selected among the previously described R4, R4', and R 29f ) 



R4d 

W N0 > (5') 

R «-tY 

(wherein, in the reaction formula, R, dj R 2d and R 3d represent the same as previously described, 
and R4 d .is selected among the previously described R4, R4', and R 29 ,) 



(wherein, in the reaction formula, R ]e , R 2e and R 3e represent the same as previously described, 
and R4 C .is selected among the previously described R4, R4', and R 29 ,) and 



^NHCOf^f 

(wherein, in the reaction formula, R lf , R 2f and R 3f represent the same as previously described, 
and R4f.is selected among the previously described R4, R4', and R 29) ) as a source material for the 
reaction formulas (a) ~~ (f), respectively. 

Each intermediate of the above reactions can be also utilized by purifying it as necessary 
through a purification method used for ordinary synthesis. In other words, a means such as 
recrystallization, column chromatography, thin film chromatography, or high speed liquid 
chromatography can be used. The compounds of the present invention, which are the final 
products of the reactions, can be purified as necessary through an ordinary organic compound _ 
purification method. In other words, a means such as recrystallization, column chromatography, 



thin film chromatography, or high speed liquid chromatography can be used. Identification of 
compounds is performed by a method such, as NMR spectrum analysis, mass spectrum analysis, 
IR spectrum analysis, elemental analysis, or melting point measurement. 

The descriptions heretofore and hereafter in the present specification explain preferred 
examples and details of the various definitions included within the present invention. 

The word, lower, means a number of carbon atoms for 1 - 6, unless otherwise specified. 
Examples of lower alkyl groups include straight-chain and branched alkyl groups, such as methyl 
group, ethyl group, n-propyl group, i-propyl group, n-butyl group, i-butyl group, sec-butyl group, 
t-butyl group, n-pentyl group, i-pentyl group, sec-pentyl group, t-pentyl group, 2-methylbutyl 
group, n-hexyl group, 1-methylpentyl group, 2-methylpentyl group, 3-methylpentyl group, 4- 
methylpentyl group, 1 -ethylpentyl group, 2-ethylbutyl group, 1,1-dimethylbutyl group, 2,2- 
dimethylbutyl group, 3,3-demethylbutyl group, and 1 -ethyl- 1 -methy lpropyl group. Preferably, 
they shall have 1-3 carbon atoms. 

Alkyl groups with seven or less carbon atoms include straight-chain and branched alkyl 
groups, such as methyl group, ethyl group, n-propyl group, i-propyl group, n-butyl group, i-butyl 
group, sec-butyl group, t-butyl group, n-pentyl group, i-pentyl group, sec-pentyl group, t-pentyl 
group, 2-methylbutyl group, n-hexyl group, 1-methylpentyl group, 2-methylpentyl group, 3- 
methylpentyl group; 4-methylpentyl group, 1 -ethylpentyl group, 2-ethylbutyl group, 3-ethylbutyl 
group, 1,1-dimethylbutyl group, 2,2-dimethylbutyl group, 3,3-demethylbutyl group, 1-ethyl-l- 
methylpropyl group, n-heptyl group, 1-methylhexyl group, 2-methylhexyl group, 3-methylhexyl 
group, 4-methylhexyl group, 5-methylhexyl group, 1-methylpentyl group, 2-methylpentyl group, 
3-methylpentyl group, 4-methylpentyl group, 1,1-dimethylpentyl group, 2,2-dimethylpentyl 
group, 3,3-dimethylpentyl group, 4,4-dimethylpentyl group, and 1-propylbutyl group. 

Alkyl groups with eight or less carbon atoms include straight-chain and branched alkyl 
groups, such as methyl group, ethyl group, n-propyl group, i-propyl group, n-butyl group, i-butyl 
group, sec-butyl group, t-butyl group, h-pentyl group, i-pentyl group, sec-pentyl group, t-pentyl 
group, 2-methylbutyl group, n-hexyl group, 1-methylpentyl group, 2-methylpentyl group, 3- 
methylpentyl group, 4-methylpentyl group, 1 -ethylpentyl group, 2-ethylbutyl group, 3-ethylbutyl 
group, 1,1-dimethylbutyl group, 2,2-dimethylbutyl group, 3,3-demethylbutyl group, 1-ethyl-l- 
methylpropyl group, n-heptyl group, 1-methylhexyl group, 2-methylhexyl group, 3-methylhexyl 
group, 4-methylhexyl group, 5-methylhexyl group, 1-methylpentyl group, 2-methylpentyl group, 
3-methylpentyl group, 4-methylpentyl group, 1,1-dimethylpentyl group, 2,2-dimethylpentyl ~ 
group, 3,3-dimethylpentyl group, 4,4-dimethylpentyl group, 1-propylbutyl group, n-octyl group, 



l-methylheptyl group, 2-methylheptyl group, 3-methyIheptyl group, 4-methylheptyl group, 5- 
methylheptyl group, 6-methyIheptyl group, l-ethylhcxyl group, 2-ethylhexyl group, 3-ethyIhexy] 
group, 4-ethyIhexyI group, 5-ethylhexyl group, 1,1-dimethyIhexyl group, 2,2-dimethylhexyl 
group, 3,3-dimethylhexyI group, 4,4-dimethylhexyl group, 5,5-dimethylhexyl group, 1- 
dimethylhexyl group, and 2-dimethylhexyl group, Preferably, they shall have 3-6 carbon 
atoms. 

Lower alkylenes are alkylenes having six or less carbon atoms, such as methylene, 
ethylene, propylene, pentylene and hexylene. Preferably, they shall have 1 ~ 3 carbon atoms. 
Lower alkenylenes are alkenylenes having six or less carbon atoms, such as ethenylene, 1- 
propenylene, 2-propenylene, 1-butenylene, 2-butenylene, 3-butenylene, 1-pentenylene, 2- 
pentenylene, 3-pentenylene, 4-pentenylene, 1-hexenylene, 2-hexenylene, 3-hexenylene, 4- 
hexenylene, and 5-hexenylene. Preferably, they shall have 2-3 carbon atoms. 

Halogen atoms are fluorine atoms, chlorine atoms, bromine atoms and iodine atoms. 
Preferred halogen atoms are fluorine atoms, chlorine atoms, and bromine atoms. 

Halo-lower-alkyls are straight-chain or branched alkyl groups substituted with fluorine 
atoms, chlorine atoms, bromine atoms or iodine atoms and having eight or less carbon atoms. 
Preferably, they shall be straight-chain or branched alkyl groups substituted with fluorine atoms, 
chlorine atoms, or bromine atoms and having eight or less carbon atoms. More preferably, they 
shall be straight-chain or branched alkyl groups having 1 - 3 carbon atoms. Examples include 
fiuoromethyl group, difluoromethyl group, trifluoromethyl group, chloromethyl group, 
dichloromethyl group, trichloromethyl group, bromomethyl group, dibromomethyl group, 
tribromomethyl group, 1-fluoroethyl group, 1-chloroethyl group, 1-bromoethyl group, 2- 
fluoroethyl group, 2-chloroethyl group, 2-bromoethyl group, 1 ,2-difluoroethyl group, 1,2- 
dichloroethyl group, 1,2-dibromoethyl group, 2,2,2-trifluoroethyl group, heptafluoroethyl group, 
1-fluoropropyl group, 1 -chloropropyl group, 1 -bromopropyl group, 2-fluoropropyl group, 2- 
chloropropyl group, 2-bromopropyl group, 3-fluoropropyl group, 3 -chloropropyl group, 3- 
bromopropyl group, 1,2-difluoropropyl group, 1,2-dichIoropropyl group, 1 ,2-dibromopropyl 
group, 2,3-difluoropropyl group, 2,3-dichloropropyl group, 2,3-dibromopropyl group, 3,3,3- 
trifluoropropyl group, 2,2,3,3,3-pentafluoropropyl group, 2-fluorobutyl group, 2-chlorobutyl 
group, 2-bromobutyl group, 4-fluorobutyl group, 4-chlorobutyl group, 4-bromobutyl group, 
4,4,4-trifluorobutyl group, 2,2,3,3,4,4,4-pentafluorobutyl group, perfluorobutyl group, 2- 
fluoropentyl group, 2-chIoropentyl group, 2-bromopentyl group, 5-fluoropentyl group, 5- 
chloropentyl group, 5-bromopentyl group, perfluoropentyl group, 2-fluorohexyl group, 2- 



chlorohexyl group, 2-bromohexyl group, 6-fluorohexyl group, 6-ch]orohexyl group, 6- 
bromohexyl group, perfluorohexyl group, 2-fluoroheptyl group, 2-chloroheptyl group, 2- 
bromoheptyl group, 7-fluoroheptyl group, 7-chloroheptyl group, 7-bromoheptyl group, and 
perfluoroheptyl group. 

Lower alkoxyl groups are straight-chain or branched alkyloxy group having six or less 
carbon atoms. Examples include methoxy group, ethoxy group, n-propyloxy group, i-propyloxy 
group, n-butyloxy group, i-butyloxy group, sec-butyloxy group, t-butyloxy group, n-pentyloxy 
group, i-pentyloxy group, sec-pentyloxy group, t-pentyloxy group, 2-methylputyloxy group, n- 
hexyloxy group, i-hexyloxy group, t-hexyloxy group, sec-hexyloxy group, 2-methylpentyloxy 
group, 3-methylpentyloxy group, 1 -ethylbutyloxy group, 2-ethylbutyloxy group, 1,1- 
dimethylbutyloxy group, 2,2-dimethylbutyloxy group, 3,3-dimethylbutyloxy group, and 1-ethyl- 
1-methylpropyloxy group. Preferable examples are methoxy group, ethoxy group, n-propyloxy 
group, i-propyloxy group, n-butyloxy group, i-butyloxy group, sec-butyloxy group, and t- 
butyloxy group. Preferably, they shall have 1 - 3 carbon atoms. 

Lower cycloalkyls are cycloalkyl groups having 3-7 carbon atoms. Preferable 
examples include cyclopropyl group, cyclobutyl group, cyclopentyl group, cyclohexyl group, 
and cycloheptyl group. More preferable examples are those groups having 1 ~ 4 carbon atoms, 
such as cyclopropyl group, and cyclobutyl group. 

In lower-alkoxy-lower-alkyl groups, a straight-chain or branched alkyl group having 
eight or less carbon atoms is substituted with a straight-chain or branched alkyloxyl group having 
eight or less carbon atoms. Examples are methoxymethyl group, methoxyethyl group, 
methoxypropyl group, methoxybutyl group, methoxypentyl group, methoxyhexyl group, 
methoxyheptyl group, methoxyoctyl group, ethoxymethyl group, ethoxyethyl group, 
ethoxypropyl group, ethoxybutyl group, ethoxypentyl group, ethoxyhexyl group, ethoxyheptyl 
group, ethoxyoctyl group, propyloxymethyl group, propyloxyethyl group, propyloxypropyl 
group, propyloxybutyl group, propyloxypentyl group, i-propyloxymethyl group, i- 
propyloxyethyl group, i-propyloxypropyl group, i-propyloxybutyl group, sec-propyloxym ethyl 
group, sec-propyloxyethyl group, sec-propyloxypropyl group, sec-propyloxybutyl group, t- 
propyloxymethyl group, t-propyloxyethyl group, t-propyloxypropyl group, t-propyloxybutyl 
group, pentyloxymethyl group, pentyloxyethyl group, pentyloxypropyl group, pentyloxybutyl 
group, hexyloxymethyl group, hexyloxyethyl group, and hexyloxypropyl group. In preferable 
examples, an alkyloxyl group having 1-2 carbon atoms is bonded with an alkyl group having L 
~ 2 carbon atoms. 



In tri-lower-alkylsilyl-lower-alkyl groups, a previously explained lower alkyl group is 
bonded with a trimethylsilyl group, triethylsilyl group, tripropylsilyl group, and so on. 

Lower alkylamino groups are straight-chain or branched alkyl amino groups having six or 
less carbon atoms. Examples include methylamino group, ethylamino group, n-propylamino 
group, i-propylamino group, n-butylamino group, i-butylamino group, sec-butylamino group, t- 
butylamino group, n-pentylamino group, i-pentylamino group, sec-pentylamino group, t- 
pentylamino group, 2-methylbutylamino group, n-hexylamino group, l-methylpentylamino 
group, 2-methylpentyamino group, 3-methylpentyamino group, 4-methylpentyamino group, 1- 
ethylbutylamino group, 2-ethylbutylamino group, 3-ethylbutylamino group, 1,1- 
dimethylbutylamino group, 2,2-dimethylbutylamino group, 3,3-dimethylbutylamino group, 
amino group, and 1 -ethyl- 1 -methylpropyl amino group. Preferred examples have 1 ~ 4 carbon 
atoms. Such examples are methylamino group, ethylamino group, n-propylamino group, i- 
propylamino group, n-butylamino group, i-butylamino group, sec-butylamino group, and t- 
butylamino group. 

Lower alkylthio groups are straight-chain or branched alkylthio groups having six or less 
carbon atoms. Examples include methylthio group, ethylthio group, n-propylthio group, i- 
propylthio group, n-butylthio group, i-butylthio group, sec-butylthio group, t-butylthio group, n- 
pentylthio group, i-pentylthio group, sec-pentylthio group, t-pentylthio group, 2-methylbutylthio 
group, n-hexylthio group, i-hexylthio group, t-hexylthio group, sec-hexylthio group, 2- 
methylpentylthio group, 3-methylpentylthio group, 1-ethylbutylthio group, 2-ethylbutylthio - 
group, 1,1-dimethylbutylthio group, 2,2-dimethylbutylthio group, 3,3-dimethylbutylthio group, 
and 1-ethyll-l-methylpropylthio group. Preferred examples are methylthio group, ethylthio 
group, n-propylthio group, i-propylthio group, n-butylthio group, i-butylthio group, sec-butylthio 
group, and t-butylthio group, which have 1 ~ 4 carbon atoms. 

In lower-alkylthio-lower-alkyl groups, the previously defined straight-chain or branched 
alkyl group having six or less carbon atoms is substituted with the previously defined straight- 
chain or branched alkylthio group having six or less carbon atoms. 

Lower alkyloxycarbonyl groups are straight-chain or branched alkyloxycarbonyl groups 
whose alkyl section has six or less carbon atoms. Examples include methoxycarbonyl group, 
ethoxycarbonyl group, n-propyloxycarbonyl group, i-propyloxycarbonyl group, n- 
butyloxycarbonyl group, i-butyloxycarbonyl group, sec-butyloxycarbonyl group, t- 
butyloxycarbonyl group, n-pentyloxycarbonyl group, i-pentyloxycarbonyl group, sec- - 
pentyloxycarbonyl group, t-pentyloxycarbonyl group, 2-methylbutyloxycarbonyl group, n- 



hexyloxycarbonyl group, i-hexyloxycarbonyl group, t-hexyloxycarbonyl group, sec- 
hexyloxycarbonyi group, 2-methylpentyloxycarbonyl group, 3-methylpentyloxycarbonyl group, 
1-ethylbutyloxycarbonyl group, 2-ethylbutyloxycarbonyl group, 1,1-dimethylbutyloxycarbonyl 
group, 2,2-dimethylbutyloxycarbonyl group, 3,3-dimethylbutyloxycarbonyl group, and 1-ethyl- 
1-methylpropyloxycarbonyl group. Preferred examples include methoxycarbonyl group, 
ethoxycarbonyl group, n-propyloxycarbonyl group, i-propyloxycarbonyl group, n- 
butyloxycarbonyl group, i-butyloxycarbonyl group, sec-butyloxycarbonyl group, and t- 
butyloxycarbonyl group, which are carbonyl groups bonded with an alkoxy group having 1 ~ 4 
carbon atoms. 

Lower alkanoyl groups are straight-chain or branched alkylcarbonyl groups whose alkyl 
section has six or less carbon atoms. Examples include methylcarbonyl group, ethylcarbonyl 
group, n-propylcarbonyl group, i-propylcarbonyl group, n-butylcarbonyl group, i-butylcarbonyl 
group, sec-butyl carbonyl group, t-butylcarbonyl group, n-pentyl carbonyl group, i-pentyl carbonyl 
group, sec-pentylcarbonyl group, t-pentylcarbonyl group, 2-methylbutylcarbonyl group, n- 
hexylcarbonyl group, i-hexylcarbonyl group, t-hexylcarbonyl group, sec-hexylcarbonyl group, 2- 
methylpentylcarbonyl group, 3-methylpentylcarbonyl group, 1-ethylbutyl carbonyl group, 2- 
ethylbutylcarbonyl group, 1,1-dimethylbutylcarbonyl group, 2,2-dimethylbutyl carbonyl group, 
3,3-dimethylbutylcarbonyl group, and 1 -ethyl- 1-methylpropylcarbonyl group. Preferred 
examples are methylcarbonyl group, ethylcarbonyl group, n-propylcarbonyl group, i- 
propylcarbonyl group, n-butylcarbonyl group, i-butylcarbonyl group, sec-butylcarbonyl group, 
and t-butylcarbonyl group, which are carbonyl groups bonded to an alkyl group having 1 ~ 4 
carbon atoms. 

Lower alkanesulfonyl groups are straight-chain or branched alkanesulfonyl groups whose 
alkyl section has six or less carbon atoms. Examples include methanesulfonyl group, 
ethanesulfonyl group, 1-propanesulfonyl group, 2-propanesulfonyl group, 1-butanesulfonyl 
group, 2-butanesulfonyl group, 1,1 -dimethyl ethanesulfonyl group, l-(2-methylpropane)sulfonyl 
group, 1-pentanesulfonyl group, 2-pentanesulfonyl group, 3-pentanesulfonyl group, l-(3- 
methylbutane)sulfonyl group, 1 , 1 -dimethylpropanesulfonyl group, 1-hexanesulfonyl group, 2- 
hexanesulfonyl group, 3-hexanesulfonyl group, l-(2-methylpentane)sulfonyl group, l-(3- 
methylpentane)sulfonyl group, l-(4-methylpentane)sulfonyl group, 2-ethylbutanesulfonyl group, 
3-ethylbutanesulfonyl group, 1,1-dimethylbutanesulfonyl group, 2,2-dimethylbutanesulfonyl 
group, 3,3-dimethylbutanesulfonyl group, and 1 -ethyl- 1-methylpropanesulfonyl group. ~~ 
Preferred examples are alkylsulfonyl groups having 1-4 carbon atoms. 



Aryl groups discussed in the present specification have six to ten carbon atoms. 
Examples include phenyl groups and naphthyl groups. Naphthyl groups cited without any 
specific prefix include both 1 -naphthyl group and 2-naphthyl group. Such aryl groups may 
contain substituents, such as previously mentioned halogen atoms, lower alkyl groups, cyano 
groups, nitro groups, and trifluoromethyl groups, on their benzine ring or naphthalene ring. 

Examples of arylsulfonyl groups include benzenesulfonyl group, toluenesulfonyl group, 
naphthalenesulfonyl group and so on, in which the previously described aryl groups are bonded 
with a sulfonyl group. 

Examples of aryl-lower-alkyl groups include benzyl group, I-phenylethyl group, 2- 
phenylethyl group, phenylpropyl group, phenylbutyl group, phenylpentyl group, phenylhexyl 
group, naphthylmethyl group, naphthylethyl group, naphthylpropyl group, naphthylbutyl group, 
naphthylpentyl group, and naphthylhexyl group, in which the previously described lower alkyl 
groups are bonded to one of the previously described aryl groups. 

Examples of aryl-lower-alkyloxy groups include benzyloxy group, 1 -phenyl ethyloxy 
group, 2-phenylethyloxy group, phenylpropyloxy group, phenylbutyJoxy group, phenylpentyloxy 
group, phenylhexyloxy group, naphthylm ethyloxy group, naphthylethyloxy group, 
naphthylpropyloxy group, naphthylbutyloxy group, and naphthylpentyl oxy group. Furthermore, 
their benzene ring or naphthalene ring may have substituents. 

Examples of arylsulfonyl-lower-alkyl groups include benzenesulfonylmethyl group, 
toluenesulfonylmethyl group, and naphthalenesulfonylmethyl group, in -which the previously 
described lower alkyl groups are bonded to one of the previously described arylsulfonyl groups. 

Examples of arylsulfonylamino groups include benzenesulfonylamino group, 
.toluenesulfonylamino group, and naphthalenesulfonyl amino group, in which amino groups are 
bonded to one of the previously described arylsulfonyl groups. 

Examples of aryloxy groups include phenoxy group, 1-naphthoxy group, and 2- 
naphthoxy group, in which the previously described aryl groups are bonded to an oxygen atom. 

Examples of arylcarbonyl groups include phenylcarbonyl group and naphthylcarbonyl 
group, in which carbonyl groups are bonded to one of the previously described aryl groups. 

Examples of arylcarbonyl amino groups include phenylcarbonylamino group and 
naphthylcarbonylamino group, in which amino groups are bonded to one of the previously 
described arylcarbonyl groups. 



Examples of aryl-lower-alkenyl groups include phenylethenyl group and naphthylelhenyl 
group, which contain alkenyl groups having six or less carbon atoms and having the previously 
described aryl groups as substituents. 

Examples of heterocyclic groups include the following; pyridyl group, quinolyl group, 
isoquinolyl group, thiazolyl group, thiadiazolyl group, benzofuranyl group, dibenzofuranyl 
group, thianaphthalenyl group, lH-l,2,3-triazolyl group, 1,2,4-triazolyl group, tetrazolyl group, 
furil group, thienyl group, pyrrolyl group, imidazolyl group, pyrimidinyl group, indolyl group, 
and benzimidazolyl group. They also include haloisoquinolyl group and metliylisoquinolyl 
group, in which heterocycles are substituted with previously described halogen atoms or lower 
alkyl groups. 

Examples of heterocycle-lower-alkyl groups include pyridylmethyl group, in which 
previously described lower alkyl groups are substituted with one of the previously described 
heterocyclic groups. Haloheterocycle-lower-alkyl groups are the previously described 
heterocycle-lower-alkyl group whose heterocycle is substituted with halogens. 

Examples of heterocycle-lower-alkylamino groups include pyridylmethyl amino group, 
which are amino groups substituted with one of the previously described heterocycle-lower-alkyl 
groups. Examples of heterocycle-lower-alkylcarbamoyl groups include pyridylmethylcarbamoyl 
group, which are carbamoyl groups substituted with one of the previously described heterocycle- 
lower-alkyl groups. 

Pyridyl groups cited without any specific prefix include 2-pyridyl group, 3-pyridyl group, 
and 4-pyridyl group, and do not have a specifically defined bonding position. The same applies 
to other heterocycles. Heterocycles without prefix do not have a specifically defined bonding 
position. 

Examples of lower-alkylene-jioxybenzyl groups are methylenedioxybenzyl group, 

ethylenedioxybenzyl group and propylenedioxybenzyl group. 

Preferred "heterocycles" are saturated or unsaturated monocycles or polycycles having at 

least one hetero atom such as an oxygen atom, sulfur atom, and nitrogen atom. 
More preferred examples include the heterocycles listed hereinbelow: 
Seven- to twelve-membered, or preferably nine- or ten-membered, unsaturated fused 
heterocyclic groups having one to five nitrogen atoms (preferably, bicyclic groups); 
Examples include indolyl, isoindolyl, indolizinyl, benzimidazolyl, quinolyl, isoquinolyl, 
indazolyl, benzotriazolyl, tetrazolopyridyl, tetrazolopyridazinyl (for example, — 
tetrazolo[l,5-b]pyridazinyl), and dihydrotriazolopyridazinyl. 



Seven- to twelve-inembered, or preferably nine- or ten-membered, unsaturated fused 
heterocyclic groups having one to three sulfur atoms (preferably, bicyclic groups) or their 
S,S-dioxides; Examples include dithianaphthalenyl (for example, 4H-1,3- 
dithianaphthalenyl, and 1,4-dithianaphthaIenyl), benzothiaphenyl, and their S t S-dioxides 
(for example, benzo[a]thiaphenyI, its S,S-dioxides, benzo[b]thiaphenyl, and its S,S- 
dioxides). 

Tliree- to eight-membered, or preferably five- or six-membered, unsaturated 
heteromonocyclic groups having one to four nitrogen atoms; Examples include pyrrolyl, 
pyrrolinyl, imidazolyl, pyridazinyl, pyridyl and its N-oxides, pyrimidyl, pyrazinyl, 
pyridazinyl, triazolyl (for example, 4H-l,2,4-triazolyl ( lH-l,2,3-triazolyl, and 2H-1,2,3- 
triazolyl), tetrazolyl (for example, lH-tetrazolyl, and 2H-tetrazolyl), and dihydrotriazinyl 
(for example, 4,5-dihydro-l,2,4-triazinyl, and 2,5-dihydro-l,2,4-triazinyl). 
Three- to eight-membered, or preferably five- or six-membered, saturated - 
heteromonocyclic groups having one to four nitrogen atoms; Examples include 
azetidinyl, pyrrolidinyl, imidazolizinyl, imidazolidinyl, piperidinyl, and pyrazolidinyl, 
piperazinyl. 

Seven- to twelve-membered, or preferably nine- or ten-membered, unsaturated fused 
heterocyclic groups having one or two oxygen atoms and one to three nitrogen atoms 
(preferably, bicyclic groups); Examples include benzoxazolyl, and benzoxdiazolyl. 
Three- to eight-membered, or preferably five- or six-membered, unsaturated 
heteromonocyclic groups having one or two oxygen atoms and one to three nitrogen 
atoms; Examples include oxazolyl, isooxazolyl, and oxadiazolyl (for example, 1,2,4- 
oxadiazolyl, 1,3,4-oxadiazolyl, and 1,2,5-oxadiazolyl). 
Three- to eight-membered, or preferably five- or six-membered, saturated 
heteromonocyclic groups having one or two oxygen atoms and one to three nitrogen 
atoms; Examples include morpholinyl. 

Seven- to twelve-membered, or preferably nine- or ten-membered, unsaturated fused 
heterocyclic groups having one or two sulfur atoms and one to three nitrogen atoms 
(preferably, bicyclic groups); Examples include benzothiazolyl, and benzothiadiazolyl. 
Three- to eight-membered, or preferably five- or six-membered, unsaturated 
heteromonocyclic groups having one or two sulfur atoms and one to three nitrogen 
atoms; Examples include thiazolyl, 1,2-thiazolyl, thiazolyl, and thiadiazolyl (for - 
example, 1,2,4-thiadiazoIyl, 1,3,4-thiadiazolyl, 1,2, 5 -thiadiazolyl and 1,2,3 -thiadiazolyl). 



Three- to eight-membered, or preferably five- or six-membered, saturated • 
heteromonocyclic groups having one or two sulfur atoms and one to three nitrogen 
atoms; Examples include thiazolyl. 

Three- to eight-membered, or preferably five- or six-membered, unsaturated 
heteromonocyclic groups having one sulfur atom; Examples include thienyl. 

Preferred examples of "esterificated carboxy groups" include the materials listed 
hereinbelow. 

Preferred examples of the ester sections of esterificated carboxy groups include lower 
alkylester (e.g., methylester, ethylester, propylester, isopropyl ester, butylester, sobutylester, 
tertiary butylester, pentylester, and hexylester), wherein these alkylesters may contain at least 
one appropriate substituent, whose, examples are lower alkanoyloxy(lower)alkylester [e.g., 
acetoxymethylester, propyonyloxymethylester, butyryloxymethylester, hexanoyloxymethylester, 
l-(or 2-)acetoxyethylester, l-(or 2-, or 3-)acetoxypropylester, l-(or 2-, or 3-, or 4- 
)aetoxybutylester, l-(or 2-)propyonyloxyethylester, l-(or2- 5 or 3-)propyonyloxypropylester, 1- 
(or 2-)butyryloxyethylester, 1 -(or 2 -)isobutyryloxy ethylester, l-(or 2-)pivaloyloxyethylester, 1- 
(or 2-)hexanoyloxyethylester, isobutyryloxymethylester, 2-ethylbutyryloxymethylester, 3,3- 
dimethylbutyryloxymethylester, and l-(or2-)pentanoyloxyethylester], lower-alkanesulfonyl- 
(lower)-alkylester (e.g., 2-mesylethyl ester), mono-(or di- or tri-)halo-(lower)-alkyl ester (e.g., 2- 
iodo-ethyl ester, and 2,2,2-trichloroethylester); lower-alkoxycarbonyloxy-(lower)-alkylester [e.g., 
methoxycarbonyloxymethylester, ethoxycarbonyloxymethylester, 
propoxycarbonyloxymethylester, tertiary butoxycarbonyloxymethylester, l-(or 2- 
)methoxycarbonyloxy ethylester, l-(or 2-)ethoxycarbonyloxyethylester, and l-(or2- 
)isopropoxycarbonyloxyethylester], phthalidylidene-(lower)-alkylester, or (5 -lower-alky 1-2-oxo- 
l,3-dioxole-4-yI)-(lower)-alkylester [e.g., (5-methyl-2-oxo-l,3-dioxole-4-yl)methylester, (5- 
ethyl-2-oxo-l,3-dioxole-4-yl)methylester, and (5-propyl-2-oxo-l ,3-dioxole-4-yl)ethylester]; 
lower alkenylester (e.g., vinylester and allylester); lower alkynylester (e.g., ethynylester and 
propynyl ester); al-(lower)-alkylester which may have at least one appropriate substituent (e.g., 
benzylester, 4-methoxybenzylester, 4-nitrobenzylester, phenethylester, tritylester, 
benzhydrorylster, bis(methoxyphenyl)m ethylester, 3,4-dimethoxybenzylester, and 4-hydroxy- 
3,5-ditertiarybutylbenzylester); aryl ester which may have at least one appropriate substituent 
(e.g., phenylester, 4-chlorophenylester, tolylester, benzhydrilester, ~ 
bis(methoxyphenyl)m ethylester, 3,4-dimethoxybenzylester, and 4-hdroxy- 



3,5,ditertiarybutylbenzylester); arylester which may have at least one appropriate substituent 
(e.g., phenylester, 4-chlorophenylester, tolylester, tertiarybutylphenylester, xylylester, 
mesithylester and cumenylester); and phthalidylester. 

Preferred examples of thus-defined protected and esteriflcated carboxy groups include 
Iower-alkoxycarbonyl and phenyl (or nitrophenyl) (C1-C4). The most preferred examples 
include methoxycarbonyl, ethoxycarbonyl and benzyloxycarbonyl. 

Preferred "amidized carboxy groups" include the following. 

carbamoyl group, 

mono- or di-lower-alkylcarbamoyl groups (lower alkyl groups may be those which are 
described heretofore.) [e.g., methylcarbamoyl, dimethylcarbamoyl, isopropylcarbamoyl, 
n-butylcarbamoyl } i-butylcarbamoyl, and N-methyl-N-(pyridylmethyl)carbamoyl], 

aryl-lower-alkylcarbamoyl groups (aryl groups and lower alkyl groups may be those 
which are described heretofore.) [e.g., benzyl carbamoyl, 3,4- 

methylendiozybenzylcarbamoyl, diaminobenzylcarbamoyl, and phenethylcarbamoyl], 

cyclo-lower-alkylcarbamoyl groups having three to seven carbon atoms (cyclo-lower- 
alkyl groups may be those which are described heretofore.) [e.g., cyclopropylcarbamoyl, 
cyclobutylcarbamoyl, cyclopentylcarbamoyl, and cyclohexylcarbamoyl, 

arylcarbamoyls (aryl groups may be those which are described heretofore.) [e.g., 
phenylcarbamoyl and naphthylcarbamoyl], 

heterocyclecarbamoyl groups (heterocycles may be those which are described 
heretofore.) [e.g., thiazolylcarbamoyl, thiadiazolylcarbamoyi, pyridylcarbamoyl, 
triazolylcarbamoyl, tetrazolylcarbamoyl, N-methyl-N-pyridynecarbarnoyI, and 
morpholinocarbamoyl], 

heterocycle-lower-alkylcarbamoyl groups (heterocycle-lower-alkyl groups may be those 
which are described heretofore.) [e.g., morpholinoethylcarbamoyl, 
pyridylmethylcarbamoyl, and methylenedioxybenzylcarbamoyl], - 



N-di-substituent-carbamoyl whose nitrogen atoms are part of nitrogenrcontaining 
heterocycle (e.g., morpholinocarbonyl, thiomorphoninocarbonyl,.l- 
perhydroazevinylcarbonyl, 1,1-dioxothiazolidinecarbamoyl, piperidinocarbonyl, 1- 
piperazinylcarbonyl, 4-(2-hydroxyethyl)- 1 -piperadinylcarbonyl, 4-methyl- 1 - 
piperadinylcarbonyl, and carboxypyrrolidinocarbonyl), and 

substituted sulfonylcarbamoyl groups. 

Examples of substituents of said substituted sulfonylcarbamoyl groups include the 
previously mentioned alkyl groups having eight or less carbon atoms, halo-lower-alkyl groups, 
aryl-lower-alkyl groups, hydroxy-lower-alkyl groups, tri-Iower-alkylsilyl-lower-alkyl groups, 
lower-alkoxy-lower-alkoxyl groups, lower-alkylthio-lower-alkyl groups, heterocyclic groups, 
and aryl groups. Said aryl groups may be substituted with the previously described halogen 
atoms, lower alkyl groups, halo-lower-alkyl groups, lower alkoxy groups, or nitro groups. 
Concrete examples include naphthylsulfonylcarbamoyl, benzenesulfonylcarbamoyl, 
nitrobenzenesulfonylcarbamoyl, trihalobenzenesulfonylcarbamoyl, lower- 
alkoxybenzenesulfonylcarbamoyl, halobenzenesulfonylcarbamoyl, mono- or di-lower- 
alkylbenzenesulfonylcarbamoyl, 1- ~ 8-carbon-atom-alkylsulfonylcarbamoyl (t- 
butylsulfonylcarbamoyl, butylsulfonylcarbamoyl, propyl sulfonylcarbamoyl, isopropyl 
sulfonylcarbamoyl,, methylsulfonylcarbamoyl, octylsulfonylcarbamoyl, 
pentylsulfonylcarbamoyl, isopentylsulfonylcarbamoyl, and hexylsulfonylcarbamoyl), 
trihalo(lower)alkylsulfonylcarbamoyl, phenyl(lower)alkylsulfonylcarbamoyl, tri-lower- 
alkylsulfonylcarbamoyl, lower-alkylthio-lower-alkylsulfonylcarbamoyl, lower- 
alkoxy(lower)alkylsulfonylcarbamoyl, and quinolylsulfonylcarbamoyl. 

Examples of excellent "acyl groups" include aliphatic acyl, aromatic acyl, heterocyclic 
acyl, and aliphatic acyl which is substituted with an aromatic group or a heterocyclic group and 
which is derived from carboxylic acid, carboxylic acid, sulfonic acid, or carbamic acid. 

These aliphatic acyls may be saturated or unsaturated, and non-cyclic or cyclic. 
Examples include alkanoyl such as lower alkanoyl (e.g., formyl, acetyl, propyonyl, putylyl, 
isobutyryl, valeryl, isovaleryl, pivaloyl, and hexanoyl), alkylsulfonyl such as lower alkylsulfonyl 
(e.g., mesyl, ethylsulfonyl, propylsulfonyl, isopropylsulfonyl, putylsulfonyl, isoputylsulfonyl, 
pentylsulfonyl and hexysulfony), carbamoyl, N-alkylcarbamoyl (e.g., methylcarbamoyl, and ~ 
ethylcarbamoyl), alkoxycarbonyl such as lower alkoxycarbonyl (e.g., methoxycarbonyl, 



elhoxycarbonyl, propoxycarbonyl, butoxycarbonyl, and tertiarybutoxycarbonyl), 
alkenyloxycarbonyl such as lower alkenyloxycarbonyl (e.g., vinyloxycarbonyl, and ■ ■ . 
allyloxycarbonyl), alkenoyl such as lower alkenoyl (e.g., acryloyl, metaacryloyl, and crotonoyl), 
cycloalkanecarbonyl such as cyclo(lower)alkanecarbonyl (e.g., cyclopropanecarbonyl, 
cyclopentanecarbonyl, and cyclohexanecarbonyl). 

Examples of aromatic acyis include C6-C10 (e.g., benzoyl, toloyl, and xyloyl), N-(C6- 
C10)arylcarbamoyl (e.g., N-phenylcarbamoyl, N-tolylcarbamoyl, and N-naphthylcarbamoyI), 
and C6-C10arenesulfonyl (e.g., benzenesulfonyl, and tosyl). 

Examples of heterocycloacyls include heterocyclocarbonyl; heterocyclo(lower)alkanoy 
(e.g., heterocycloacetyl, heterocyclopropanoyl, heterocyclobutanoyl, heterocyclopentanoyl, and 
heterocyclohexanoyl); heterocyclo(lower)alkenoyl (e.g., heterocyclopropenoyl, 
heterocyclobutenoyl, heterocyclopentanoyl, and heterocyclohexenoyl); heterocycloglyoxyloyl; 
heterocyclosufinyl, and heterocyclosulfonyl. 

Examples of aliphatic acyls which are substituted with an aromatic group include 
alkyxycarbonyls such as phenyl(lower)alkyxycarbonyl (e.g., benzyloxycarbonyl and 
phenethyloxycarbonyl). 

These acyl groups may be further substituted with at least one appropriate substituent 
such as nitro. Preferred acyls having such substituents include nitroaralkoxycarbony (e.g., 
nitrobenzyloxycarbonyl). 

Excellent salts of the benzimidazole derivatives of the present invention are ordinary non- 
toxic phaimaceutically acceptable salts. Examples include salts with an alkaline metal such as 
sodium and potassium, salts with an alkaline earth metal such as calcium and magnesium, salts 
with an inorganic base such as ammonia salt, organic amine salts such as triethylamine, pyridine, 
picoline, ethanolamine, triethanolamine, dicyclohexylamine, and N,N'-dibenzylemyleneamine, 
salts with an inorganic acid such as hydrochloric acid, hydrobromic acid, sulfuric acid, and 
phosphoric acid, salts with an organic carboxylic acid such as formic acid, acetic acid, 
trifluoroacetic acid, maleic acid, and tartaric acid, addition salts with a sulfonic acid such as 
methanesulfonic acid, benzenesulfonic acid, and p-toluenesulfonic acid, and salts with a base or 
addition salts with an acid such as a basic or acidic amino acid such as arginine, asparagic acid, 
and glutaminic acid. 

Compounds of the present invention may have one or more asymmetric centers. Hence, 
such compounds can exist as an enantiomer or a diastereomer. Furthermore, some of the _ 



compounds of the formulas having an alkenyl group can exist as a cis-isomer or trans-isomer. 
The present invention includes mixtures of isomers and each isomer of all of these cases. 

Compounds of the present invention may exist in a form of tautomer. The present 
invention includes mixtures of tautomers and each tautomer. 

Compounds and salts thereof of the present invention may take a form of a solvate. This 
is also included in the coverage of the present invention. Preferably, examples of a solvate 
include hydrates and ethanol solvates. 

Among actual compounds of the present invention, examples of benzimidazole 
derivatives expressed by the formula (IX) include the following; 6-benzenesulfonylcarbamoyl- 1- 
(2-chlorobenzyl)-2-methylbenzimidazole, 6-benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)- 
2-ethylbenzimidazole, 5-benzenesulfonylcarbamoyl- 1 -(2-chlorobenzyl)-2-methylbenzimidazole, 

5- (4-chlorobenzenesulfonylcarbamoyl)- 1 -(2-chlorobenzyl)-2-methy lbenzimidazole, 1 -(2- 
chlorobenzyl)-2-methyl-5-(2-naphthlenesulfonylcarbamoyl)benzimidazole, l-(2-chlorobenzyl)- 

6- methanesulfonylcarbamoyl-2-2-methylbenzimidazole, 6-( 1 -butanesulfony lcarbamoyl)- 1 -(2- 
chlorobenzyl)-2-methylbenzimidazole, l-(2-chlorobenzyl)-2-methyl-6-(l- 
octanesulfonylcarbamoyl)benzimidazole, l-(2-chlorobenzyl)-2-methyl-6-(2- 
propanesulfonylcarbamoyl)benzimidazole, l-(biphenyl-4-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methy lbenzimidazole, 6-(l-butanesulfonylcarbamoyl)-l-(2,4- 
dichlorobenzyI)-2-methylbenzimidazole, l-(biphenyl-4-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-ethylbenzimidazole, 6-benzenesulfonylcarbamoyl- 1 -(biphenyl-4- 
ylmethyl)-2-trifiuoromethylbenzimidazole, 5-benzenesulfonylcarbamoyl- 1 -(biphenyl-4- 
ylmethyl)-2-trifluoromethylbenzimidazole, 6-benzenesulfonylcarbamoyl-2-cyclopropyl- 1 -(2- 
fluorobenzyljbenzimidazole, N-benzenesulfonyl-3-[l-(2-ch]oroberizyl)-2-memylbenzimidazole- 
6-yl]acrylamide, N-benzenesulfonyl-2-[l-(2-chloroben^l)-2-methylbenzimidazole-6- 
yl]acetoamide, l-(2-cMorobenzyl)-2-methyl-6-(2-napht^ 

1 -(2-chlorobenzyl)-2-methyl-6-( 1 -naphthIenesulfonylcarbamoyl)benzimidazole, 6-(4- 
chlorobenzenesulfonylcarbamoyl)- 1 -(2-chlorobenzyl)-2-methylbenzimidazole, 6-(3- 
chlorobenzenesulfony lcarbamoyl)- 1 -(2-chloroberizyl)-2-methylberizirnidazole, 5- 
benzenesulfonylcarbamoyl-2-benzyl-l -(2-chlorobenzyl)benzimidazole J 6- 
benzenesulfonylcarbamoyl-2-benzyl- 1 -(2-chlorobenzyl)benzimidazole, 6- 
beiizenesulfonylcarbamoyl-l-(biphenyl-4-ylmemyl)-2-methylberizirm^ 1 -(2-chlorobenzyl)- 
2-memyl-6-trifluoromethanesulfonylcarbamoylberizimidazole ) 6-benzenesulfonylcarbamoyl- 1 -~ 
(2 ) 4-dichlorobenzyl)-2-methylbenzimidazole, 1 -(2-chlorobenzyl)-6-(4- 



inethoxyben2enesulfony]carbamoyI)-2-methylbenzimidazole, l-(2-chlorobenzyl)-2-methy]-6-(a- 
toluenesulfonylcarbamoyl)benzimidazo]e, l-(2-chlorobenzyI)-6-(2,5- 

dimethylbenzenesulfonyIcarbamoyI)-2-methylbenzimidazole, l-(2-chlorobenzil)-2-methyl-6-(4- 
nitrobenzenesulfonyIcarbamoyl)benzimidazole, l-(2-chlorobenzil)-2-methyl-6-[4- 
(trifluoromethyObenzenesulfonylcarbamoylJbenzimidazole, 6-(2- 
chlorobenzenesulfonylcarbamoyl)- 1 -(2-chlorobenzyl)-2-methy lbenzimidazole, 6- 
benzenesulfonylcarbamoyl-2-benzyI-l-(2,4-dichIorobenzyl)benzimidazole } 5- 
benzenesulfonylcarbamoyl-2-benzyl-l-(2,4-dichIorobenzyl)benzimidazole, 6- 
benzenesulfonylcarbamoy I- 1 -(biphenyl-4-y lmethyl)-2-hydroxybenzimida2ole > 6- 
benzenesulfony]carbamoyl-l-(biphenyl-4-yImethyl)-2-mercaptobenzimidazole, 6- 
benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2-methoxybenzimidazole, 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-yImethyl)-2-carboxylbenzimidazole, 6- 
benzenesuIfonylcarbamoyl4-(biphenyl-4-ylmethyl)-2-methylaminobenzimidazole, 2-amino-6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)benzimidazole, 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n-propy lbenzimidazole, 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n-heptylbenzimidazole, 6- 
,benzenesulfonylcarbamoyl-l-(bipte^ 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-methoxybenzimidazole, 6- 
benzenesulfonylcarbamoyl4-(biphenyl-4-ylmethyl)-2-i-propylbenzimidazole, 6- 
benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2-methylthiobenzimidazole, 6- 
berizenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n-ethylthiobenzimidazo 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n-propylthiobenzimi 6- 
benzenesulfonylcarbamoyl- 1 -(biphenyl^-ylmethy^^-n-hexylthiobenzimidazole, 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)benzimidazole s 6- 
benzenesulfonylcarbamoyl-l-(2 s 4-difluorobenzyl)-2methylbenzimidazo]e, 6- 
benzenesulfonylcarbamoyl-l-(>iphenyl-4-^^ 6- 
benzenesulfonylcarbamoyl-2-methyl-l-(2-nitrobenzyl)benziinidazole, 6- 
benzenesulfonylcarbamoyl-2-methyl- 1 -benzylbenzimidazole, 6-benzenesulfonylcarbamoyl-2- 
methyl-l-(4-nitrobenzyl)benzimidazole, 6-benzenesulfony]carbamoyl-l-(4-benzyloxybenzyl)-2- 
methylbenzimidazole, 6-benzenesulfonylaminomethyl- 1 -(2-chlorobenzyl)-2- 
methylbenzimidazole, N-benzenesulfonyl-3-[l-(2-chlorobenzyl)-2-methylbenzimidazole-6- 
yl]propionamide, 6-benzenesulfonylcarbamoyl-2-methyl-l-[4-(l,2,3-thiadiazole-4-yl)benzyl] - 



benzimidazole, l-(2-chlorobenzyl)-2-methyl-6-(S-quinolinesuIfonylcarbamoyl)benzimidazo]e, 6- 
(4-t-butylbenzenesulfonylcarbamoyl)-l-(2-chlorobenzyl)-2-methyIbenzimidazo]e, 6- 
benzenesulfonylcarbamoyl-2-methy]-l-[4-(trifluoromeiliyI)benzyl]benziniidazole, 5- 
benzenesulfonylcarbamoyl-2-methylbenzimidazoIe, l-(biphenyl-4-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methoxylmethylbenzimidazole, l-(4-benzyloxybenzyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methoxylmethylbenzimidazole, 6-(l -butanesulfonylcarbamoyl)- 1- 
(2 ) 4-dichIorobenzyl)-2-methoxylmethylbenzimidazole > l-(2-chlorobenzyl)-2-methyl-6-(l- 
propanesulfonylcarbamoyl)benzimidazole, 6-ethanesulfonylcarbamoyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole, 6-(propanesultam- 1 -ylcarbonyl)- 1 -(2-chlorobenzy l)-2- 
methylbenzimidazole, 6-benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2- 
cyclopropylbenzimidazole, 1 -(2-chlorobenzyl)-2-methyl-6-( 1 -pentanesulfonylcarbamoyl) 
benzimidazole, 1 -(2-chlorobenzyI)-2-methyl-6-[(3-methylbutane) sulfonylcarbamoyl] 
benzimidazole, 1 -(2-chlorobenzyl)-6-( 1 -hexanesulfonylcarbamoyl)-2-methylbenzimidazole, 7- 
( 1 -butanesulfonylcarbamoyl)- 1 -(2 > 4-dichlorobenzyl)-2-methylbenzimidazole, 1 -(2- 
chlorobenzyl)-2-methyl-6-[l-[3-(trimem^^ 4-(l- 
butanesulfonylcarbamoyl)- 1 -(2,4-dichlorobenzyl)-2-methylbenzimidazole, 1 -(4- 
benzyloxybenzyl)-6-(l-butanesulfonylcarbamoyl)-2-methylbenzimidazole, 6-(l- 
butanesulfonylcarbamoyl)-l-[(2 , -cyanobiphenyl-4-yI)memyl]-2-memylbenziniidazo 6-(l- 
ethanesulfonylcarbamoyl)-l-[(2'-fluorobiphenyl-4-yl)methyl]-2-methylbenzimidazole, 6-(l- 
butanesulfonylcarbamoyl)- 1 -[(3-fluorobiphenyl-4-yl)methyl]-2-methylbenzimidazole, 1 -(2- 
chlorobeiizyl)-6-[(2-methoxyemane)sulfonylcarbamoyl]-2-methylbenzimidazole, 1 -(2- 
chloroben2yl)-6-(l-hexanesulfonylcarbamoyl)-2-methylbenzimidazole, l-(2,4-dichlorobenzyl)- 
2-methyl(l -pentanesulfonylcarbamoyl)benzimidazole, l-(biphenyl-4-ylmethyl)-2-ethyl-6-[l -[3- 
(methylthio)propane]sulfonylcarbamoyl]benzimidazole, 1 -(4-biphenylmethyl)-2-ethyl-6-(l - 
pentanesulfonylcarbamoyl)benzimidazole, 6-(l -butanesulfonylcarbamoyl)- 1 -(2,4- 
dichlorobenzyl)-2-ethylbenzimidazole, 1 -(4-biphenylmethyl)-2-ethyl-6-[ 1 -(3-methyl) 
butanesulfonylcarbamoyljbenzimidazole, 5 -( 1 -butanesulfonylcarbamoyl)- 1 -(2,4- 
dichlorobenzyl)-2-methylbenzimidazole, 1 -(4-biphenylmethyl)-5-(l -butanesulfonylcarbamoyl)- 
2-ethylbenzimidazole, l-(4-biphenylmethyl)-2-ethyl-6-(2-methoxyethanesulfonylcarbamoyl) 
benzimidazole, 6-( 1 -butanesulfony lcarbamoyl)-2-ethyl- 1 -[4-(4-fluorob enzy loxy)benzyl] 
benzimidazole, 6-(l-butanesulfonylcarbamoyl)-l-[4-(3,4-dichlorobenzyloxy)benzyl]-2- 
ethylbenzimidazole, 6-(l -butanesulfonylcarbamoyl)- 1 -[sec-(2,4-dichlorophenethyl)]-2- ~ 
methylbenzimidazole, 6-(l-butanesulfonylcarbamoyl)-l-[4-(2-pyridyl)benzyl]-2- 



methylbenzimidazole, 6-(l-butanesulfonylcarbamoy])-l-(2,4-dichlorobenzyl)-2,4T 
dimethylbenzimidazole, 6-(l-butanesulfonyIcarbamoyl)-2-methyI-l-(4-phenoxybenzyl) 
benzimidazole, 6-(butanesulfonylcarbamoyl)-2-methyl-l-(2-pyridylmethyl)benzimidazoIe, l-[(4- 
benzoylamino)benzyl]-6-(l-butanesulfonyIcarbamoyl)-2-methyIbenzimidazoIe, 6-(l- 
butanesulfonylcarbamoyI)-2-methyl-[4-(2-phenyIethyl)benzyI]benzimidazole, l-[(4-benzoyl) 
benzyl]-6-(l-butanesuIfonylcarbamoyl)-2 -methylbenzimidazole, 6-(l-butanesulfonylcarbamoyI)- 
2-metliyl-[4-(2-phenylethenyl)benzyl]benzimidazole, 1 -(dibenzofuran-2-y!methyl)-6-( 1 - 
butanesulfonylcarbamoyl)-2-methylbenzimidazole, 6-(l-butanesuIfonylcarbamoyI)-l-(2,4- 
dichlorobenzyl)-2-hydroxybenzimidazoIe, 6-(l-butanesulfonylcarbamoyl)-2-methyl-l-(2- 
quinoIylmethyl)benzimidazole, and 6-(l-butanesulfonylcarbamoyl)-2-m ethyl- l-[3-(4- 
bromoisoquinolyI)methyl]benzimidazole; 

Examples of the actual compounds expressed by the formula (X) include the following; 
l-(2-cyanobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole;6-ethoxycarbonyl-2-N-propyl-l- 
(2-p)Tidylmethyl)benzimidazole, 6-ethoxycarbonyl-l-methyl-2-n-propylbenzimidazole, 1-n- 
butyl-6-ethoxycarbonyl-2-n-propylbenzimidazole, l-(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole, 6-ethoxycarbonyl-l-(2-methoxybenzyl)-2-methylbenzimidazole, 6- 
ethoxycarbonyl-l-(4-methoxybenzyl)-2-methylbenzimidazole, l-[2-(benzenesulfonylmethyl) 
benzyl]-6-ethoxycarbonyI-2-methyIbenzirnidazole, l-(2- cyanobenzyl)-6-(2- 
cyanobenzyloxycarbonyl)-2-methylbenzimidazole, l-(biphenyl-2-ylmethyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole, 6-ethoxycarbonyl-2-methyl- 1 -(2-naphthylmethyl)benzimidazole, 1 - 
(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2-ethylbenzimidazole, 6-ethoxycarbonyl-2-n-propyl- 1 - 
i-propylbenzimidazole, 2-benzyl-6-ethoxycarbonyl- 1 -methylbenzimidazole, 6-carboxy- 1 - 
methyl-2-n-propylbenzimidazole, 6-carboxy-2-n-propyl- 1 -i-propylbenzimidazole, 1 -n-butyl-6- 
carboxy-2-n-propylbenzimidazole, 6-carboxy-2-methyl-l-(2-mtrobenzyl)benzimidazole, 1- 
(biphenyl-4-ylmethyl)-6-carboxy-2-methylbenzimidazole, 6-carboxy- 1 -(2-methoxybenzyl)-2- 
methylbenzimidazole, 6-carboxy-l-(4-methoxybenzyl)-2-methylbenzimidazole, 6-carboxy-2- 
methyl- 1 -[2-(benzenesulfonylmethyl)benzyl]benzimidazole, 6-carboxy- 1 -(2-cyanobenzyl)-2- 
methylbenzimidazole, 6-carboxy- 1 -(biphenyl-2-ylmethyl)-2-memylbenzirnidazole, 6-carboxy-2- 
methyl-l-(2-naphthylmethyl)benzimidazole, l-(biphenyl-4-ylmethyl)-6-carboxy-2- 
ethylbenzimidazole, 5-carboxy-2 -methyl- 1 -(2-nitrobenzyl)benzimida2ole, 1 -(biphenyl-4- 
ylmethyl)-6-carboxy-2-trifluoromethylbenzimidazole, l-(biphenyl-4-ylmethyl)-5-carboxy-2- 
trifluoromethylbenzimidazole, 5-ethoxycarbonyl-2-methylbenzimidazole J 2-benzyl-5- ** 
ethoxycarbonylbenzimidazole, 6-ethoxycarbonyl-2-methyl-l-(2-nitrobenzyl)benzimidazole J 5- 



ethoxycarbony]-2-methyl-l-(2-nitrobenzyl)benzimidazo]e t 5-ethoxycarbonyl-2- 
trifluoromethylbenzimidazole, 1 -(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2- 
trifluoromethylbenzimidazole, l-(biphenyl-4-ylmelhyl)-5-ethoxycarbonyl-2- 
trifluoromethylbenzimidazole, l-methyl-2-n-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole, 2-n-propyl-l-i-propyl-6-[(2-p>Tidylmethyl)carbamoyl]benzimidazole, 1-n-butyl- 
2-n-propyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole ) 2-benzyl-l-methyl-6-[(2- 
pyridylmethyl)carbamoyI]benzimidazole, l-(2-methoxybenzyl)-2-methyl-6-[(2-p>Tidylmethyl) 
carbamoyl]benzimida2ole, l-(4-methoxybenzyl)-2-methyl-6-[(2-pyridylmethyl)carbainoyl] 
benzimidazole, l-[2-(benzenesulfonylmethyl)benzyl]-2-methyl-6-[(2-pyridylmethyI)carbam 
benzimidazole, 1 -(2-cyanobenzyl)-2-methyl-6-[(2-pyridylmethyI)carbamoyl]benzimidazole, 1 - 
(biphenyl-2-ylmelhyl)-2-methyl-6-[(2-p)Tidylmethyl)carbamoyl]benzimidazole, 2-methyl- 1 -(2- 
naphthylmethyl)-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, l-(biphenyl-4-ylmethyl)-2- 
ethyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, 2-methyl- 1 -(2-nitrobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole, 2-methyl-l-(2-nitrobenzyl)-5-[(2-pyridylmethyl) 
carbamoyljbenzimidazole, l-(biphenyl-4-ylmethyl)-2-methyl-6-[(2-pyridylmethyl)carbanioyl] 
benzimidazole, l-(4-benzyloxybenzyl)-2-methyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, 
2-methyl-l-(3,4-methylenedioxybenzyl)-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, 2- 
methyl-6-[(2-pyridylmethyl)carbamoyl]-l-[4-(l,2 J 3-tm^diazole-4-yl)benzy4]benzimidazole ) 2- 
methyl-5-[(2-pyridylmethyl)carbamoyl]benzimidazole, l-benzenesulfonyl-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole, l-benzenesulfonyl-2-methyl-5-[(2-pyridylmethyl) 
carbamoyljbenzimidazole, 2-methyl- 1 -(4-nitrobenzyl)-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole, 2-methyl-l-(4-nitrobenzyl)-5-[(2-pyridylmethyl)carbamoyl]benzimidazole, 2- 
methyl-l-(2-phenylethyl)-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, 2-methyl- 1 -(2- 
phenylethyl)-5-[(2-pyridylmethyl)carbamoyl]benzimidazole, l-(4-aminobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole, l-(4-aminobenzyl)-2-methyl-5-[(2-pyridylmethyl) 
carbamoyljbenzimidazole, l-[4-(berizenesulfonylamino)berizyl]-2-memyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole, l-(biphenyl-4-ylmethyl)-2-methyl-6-[(2-pyridylmethyl)aminomethyl] 
benzimidazole, 2-benzyl-6-carboxy- 1 -methylbenzimidazole, 4-ethoxycarbonyl-2- 
methylbenzimidazole, 1 -(4-berizyloxybenzyI)-6-emoxycarbonyl-2-memylbeiizimidazole, 1 -(4- 
benzyloxybenzyl)-6-carboxy-2 -methylbenzimidazole, 6-ethoxycarbonyl- 1 -[(2 '-cyanobiphenyl-4- 
yl)methyl]-2-methylbenzimidazole, 6-carboxy-l-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
methylbenzimidazole, 6-ethoxycarbonyl-l-[(2'-fluorobiphenyl-4-yl)methyl]-2- ~~ 
methylbenzimidazole, 6-carboxy- 1 -[(2*-fluorobiphenyl-4-yI)methyl]-2-methylbenzimidazole, 6- 



ethoxycarbonyl- 1 -[(3-nuorobipheny]-4-yl)methyl]-2-methyIben2imidazole, 6-carboxy-l-[(3- 
fluorobiphenyl-4-yI)methyl]-2-methylbenzimidazo]e, l-(4-biphenyImethyl)-5-ethoxycarbonyl-2- 
ethylbenzimidazole, l-(4-biphenylmethy])-5-carboxy-2-ethylbenzimidazoIe, 6-ethoxycarbonyI- 
2-ethyl-l-[4-(4-fluorobenzy1oxy)benzyI]benzimidazole, 6-carboxy-2-ethyl-l-[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole, l-[4-(3,4-dichlorobenzyloxy)benzyl]-6-ethoxycarbonyI- 
2-ethyIbenzimidazole, 6-carboxy-l-[4-(3,4-dichlorobenzy]oxy)benzyl]-2-ethyIbenzimidazole, 1- 
(4-biphenylmethyl)-6-(n-butyIcarbamoyl)-2-ethyIbenzimidazoIe, l-(4-biphenylmethyl)-2-ethyl- 
6-(thiazole-2-ylcarbamoyl)benzimidazoIe, l-(4-biphenylmethyl)-2-ethyl-6-(2-pyridylcarbamoyl) 
benzimidazole, l-[sec-(2,4-dichlorophenelhyl)]-6-ethoxycarbonyl-2-methylbenzimidazoIe ) 6- 
carboxy- 1 -[sec-(2 ) 4-dichIorophenethyI)]-2-methyIbenzimidazoIe, 1 -(4-biphenylmethyI)-2-ethyl- 
6-(phenylcarbamoyI)benzimidazole, 1 -(4-biphenylmethyl)-2-ethyl-6-(l ,3 } 4-thadiazole-2- 
ylcarbamoyl)benzimidazole, 1 -(4-biphenylmethyl)-2-ethyl-6-(tetrazole-5-y]carbamoyl) 
benzimidazole, H4-biphenylmethyl)-2-ethyl-6-(U 

l-(4-biphenylmethyI)-2-et^ l-(4- 
biphenylmethyI)-2-ethyl-6-(3-pyridyIcarbamoyl)benzimidazole, l-(4-biphenylmethyl)-2-ethyl-6- 
(4-pyridylcarbamoyl)benzimidazole, l-(2,4-dichlorobenzyl)-2,4-dimethyl-6- 
methoxycarbonylbenzimidazole, 6-carboxy-l-(2 J 4-dichlorobenzyl)-2,4-dimethylbenzimidazoIe, 
6-ethoxycarbonyl-2-methyl- 1 -(4-phenoxybenzyl)benzimidazoIe, 6-carboxy-2-methyl- 1 -(4- 
phenoxybenzyl)benzimidazole, 6-ethoxycarbonyl-2-methyl-l-(2-pyridylme%l)benzimidazole, 
6-carboxy-2-methyl- 1 -(2-pyridylmethyl)benzimidazole ) 6-ethoxycarbonyl-2-m ethyl- 1 -(4- 
nitropenzyl)benzimidazole, l<4-aminobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole s l-[(4- 
benzoylamino)benzyl]-6-ethoxycarbonyl-2-methylben2imidazole, l-[(4-benzoylamino)benzyl]- 
6-carboxy-2-methylbenzimidazole, 6-ethoxycarbonyl-2-methyl-l-[4-(2-phenylethenyl)benzyl] 
benzimidazole, 6-ethoxycarbonyl-2-methyl-l-[4-(2-phenylethyl)ben2yl]-benzimidazole, 6- 
carboxy-2-methyl-l-[4-(2-phenylethyl)benzyl]-benzimidazole, l-[(4-benzoyI)benzyl]-6- 
ethoxycarbonyl-2-methylbenzimidazole, l-[(4-benzoyl)benzyl]-6-carboxy-2- 
methylbenzimidazole, 6-carboxy-2-memyl-[4-(2-phenylethneyl)beiizyl]benzimidazole, 1- 
(dibenzofuran-2-ylmethyl)-6-ethoxycarbonyl-2-methylbenzimidazole, 6-carboxy- 1 - 
(dibenzofuran-2-ylmethyl)-2-methylbenzimidazole, 6-ethoxycarbonyl-2-methyl-l-(2- 
quinolylmethyObenzimidazole, 6-carboxy-2-methyl-(2-quinolylmethyl)benzimidazole, 1 -(2,4- 
dichlorobenzyO^-hydroxy-e-ethoxycarbonylbenzimidazole, 6-ethoxycarbony]-2-methyl-l-[3- 
(4-bromoisoquinolyl)methyl]benzimidazole, and 6-carboxy-2-methyl-[3-(4- - 
bromoisoquinolyl)methyl]benzimidazole. 



Actual examples of the actual benzimidazole derivatives expressed by the formula (XI) 
include the following; l-(2-chlorobenzyl)-6-ethoxycarbonyl-2-phenylbenzimidazole, 2-benzyl-5- 
carboxy- 1 -(2-chlorobenzyl)benzimidazole, 2-benzyl-6-carboxy- 1 -(2-chlorobenzyl) 
benzimidazole, 2-benzyl-5-carboxy-l-(2,4-dichloroberizyl)benzimidazoIe J 2-benzyl-6-carboxy- 
1 -(2,4-dichlorobenzyl)benzirnidazole, 2-benzyl- 1 -(2-chlorobenzyl)-6- 

ethoxycarbonylbenzimidazole, 2-benzyl- 1 -(2 -chlorobenz>'l)-5-ethoxycarbonylbenzimidazole, 2- 
benzyl-l-(2,4-dichlorobenzyl)-6-ethoxycarbonylbenzimidazole, 2-benzyl- 1 -(2,4- 
dichlorobenzyl)-5-ethoxycarbonylbenzimidazole, l-(2-chlorobenzyl)-2-methylbenzimidazole-6- 
acetate, l-(2-chlorobenzyl)-2-methylbenzimidazole-6-methylacrylate, 1 -(2-chlorobenzyl)-2- 
methylbenzimidazole-6-acrylate, l-(2-chlorobenzyl)-6-[2-(pyridylmethyl)carbamoyl] 
benzimidazole, 1 -(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2-methoxymethylbenzimidazole, 1 - 
(biphenyl-4-ylmethyl)-6-carboxy-2-methox>Tnethylbenzimidazole, l-(4-benzyloxybenzyl)-6- 
ethoxycarbonyl-2-methoxymethylbenzimidazole, l-(4-benzyloxybenzyl)-6-carboxy-2- 
methoxymethylbenzimidazole, l-(2,4-dichlorobenzyl)-6-ethoxycarbonyl-2- 
methoxymethylbenzimidazole, and 6-carboxy-l-(2,4-dichlorobenzyl)-2- 
methoxymethylbenzimidazole. 

Actual examples of the actual benzimidazole derivatives expressed by the formula (XII) 
include the following; 6-t-butoxycarbonylamino-l-(2-chlorobenzyl)-2-n-propylbenzimidazole, 1- 
(2-chlorobenzyl)-6-mesylamino-2-n-propylbenzimidazole, 6-acetylamino- 1 -(2-chlorobenzy l)-2- 
n-propylbenzimidazole, 6-amino- 1 -(2-chlorobenzyl)-2-n-propylbenzimidazole, 1 -(2- 
chlorobenzyl)-2-n-propyl-6-ureidobenzimidazole, 6-t-butoxycarbonylamino- 1 -(2-chlorobenzyl)- 
2-methylbenzimidazole, 6-amino- l-(2-chlorobenzyl)-2-methylbenzimidazole, and 6-(l- 
butanesulfonylamino)-l-(2-cWorobenzyl)-2-methylbenzimidazole. 

Actual examples of the actual benzimidazole derivatives expressed by the formula (XIII) 
include the following; l-(2-cMorobenzyl)-6<yano-2-cyclopropylberizimidazole J and l-(2- 
chlorobenzyl)-6-cyano-2-n-propylbenzimidazole. Actual examples of the actual benzimidazole 
derivatives expressed by the formula (VI) include the following; l-(2-chlorobenzyl)-6-(4- 
dimemylarm^ophenylmemylcarbamoyl)-2-n-propylbenzimidazole, l-(2-chlorobenzyl)-2-n- 
propyl-6-tm^morpholmocarbonylberizimidazole, l-(2-chlorobenzyl)-2-cyclopropyl-6-(2- 
pyridylcarbamoyl)benzimidazole, 6-(2-carboxy-l -pyrrolidinocarbonyl)-l -(2-chlorobenzyl)-2-n- 
propylbenzimidazole, l-(2-ch!oroberizyl)-6-[N-memyl-N-(2-pyridylmethyl)carbarnoyl]-2-n- 
propylbenzimidazole, 1 -(2-chlorobenzyl)-6-piperonylcarbamoyl-2-n-propylbenzimidazole, l-(2^ 
chlorobenzyl)-6-(homopiperidinocarbonyl)-2-n-propylbenzimidazole, l-(2-chlorobenzyl)-6-[N- 



inethy]-N-(2-pyridyl)carbamoyl]-2-n-propylbenzimidazoIe, 2-n-butyl-l-(2-fluorobenzy])-6-[N- 
methyl-N-(2-pyridylmethyI)carbamoyl]benzimidazole, 2-cyclopropyl-l-(2-fluorobenzyl)-6- 
(piperonylcarbamoyl)benzimidazole, 2-[[l-(2-chIorobenzyl)-2-ethylbenzimidazole-6- 
y I]carbonylaniinomethyI]pyridine- 1 -oxide, and 1 -(2,4-dichlorobenzyl)-2-methyl-6-(2- 
pyridylcarbamoyl)benzimidazole. 

Moreover, the present invention includes the new benziniidazole derivatives listed 
hereinbelow. Such benzimidazole derivatives are as follows; l-(2-bromobenzyI)-6- 
ethoxycarbonyl-2-n-propyIbenzimidazole, 6-ethoxycarbonyl-l-(2-fluorobenzyI)-2-n- 
propylbenzimidazole, 6-ethoxycarbonyl- 1 -(4-fluorobenzyI)-2-n-propyIbenzimidazole, 6- 
ethoxycarbonyl-l-(3-fluorobenzyl)-2-n-propylbenzimidazole ) l-(2,6-dichlorobenzyI)-6- 
ethoxycarbonyl-2-n-propylbenzimidazole, l-(3-methylbenzyI)-6-ethoxycarbonyl-2-n- 
propylbenzimidazole, 2-cyclopropyl-6-ethoxycarbonyl-l-(2-fluorobenzyl)benzimidazole, l-(2- 
chloroben2yl)r2-cyclobutyI-6-ethoxycarbonylbenzimidazole, l-(2-chlorobenzyl)-6- 
ethoxycarbonyl-2-n-pentylbenzimidazole, 5-carboxy-l-(2-chlorobenzyl)-2-n- 
propylbenzimidazole, 6-carboxy-l-(3-methylbenzyl)-2-n-propy]benzimidazole, 2-n-butyl-7- 
carboxy- 1 -(2-chlorobenzyl)benzimidazole, 6-carboxy- 1 -(2-fluorobenzyl)-2- 
cyclopropylbenzimidazole, 2-n-butyl-6-carboxy-l -(2-fluorobenzyI)benzimidazole } 1 -(2- 
chlorobenzyl)-6-chlorocarbonyl-2-cyclopropy]ben2imidazole, l-(2-chlorobenzyl)-6- 
morpholinocarbamoyl-2-n-propylbenzimidazole, 2-n-butyl-l-(2-chlorobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole, 2-n-butyl-5-carbamoyl- 1 -(2- 
chlorobenzyI)benzimidazole, 1 -(2-chlorobenzyl)-2-cyclopropyl-6- 

morpholinocarbonylbenzimidazole, l-(2-chlorobenzyl)-2-cyclopropyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimida2ole, l-(2-chlorobenzyl)-2-cyclobutyl-64(2-pyridylmethyl)carbamoyl] 
benzimidazole, 1 -(2-chlorobenzyl)-2-n-propyl-5-[(2-pyridylmethyl)carbamoyl]benzirrn 1 - 

(2-chloroben2yI)-6-phenylcarbamoyl-2-n-propylbenziinidazole, l-(2-chlorobenzyl)-2-n-propyl- 
6-[(4-pyridylrnethyl)carbarnoyl]benziraidazole, l-(2-chlorobenzyl)-2-n-propyl-6-[(3- 
pyridylmethyl)carbamoyl]benzimidazole, l-(3-methylben2yl)-2-n-propyl-6-[(2-pyridylrnethyl) 
carbamoyljbenzimidazole, lK2-chlorobenzyl)-2-ethyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole, 2-n-butyl- 1 <2-chlorobenzyl)-7-[(2-pyridylmethyl)carbamoyl]benzimidazole, 2- 
n-butyl- 1 <2-fluorobenzyl)-6-(2-pyridylmethylcarbamoyl)ben2imidazole ) 1 -(2-chlorobenzyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole, l-(3-chlorobenzyl)-6-ethoxycarbonyI-2-n- 
propylbenzimidazole, 1 -benzyl-6-ethoxycarbonyl-2-n-propylbenzimidazole, 1 -(4-chlorobenzyr)- 
6-ethoxycarbonyl-2-n-propylbenzimida2ole, 6-ethoxycarbonyl-2-methyl- 1 -[2-(trifluoromethyl) 



benzyi]benzimidazole, 6-ethoxycarbony]-2-methyl-l-[4-(trifluoromethyl)benzyl]benzimidazole, 
l-CS^-dichlorobenzylJ-G-ethoxycarbonyl^-methylbcnzimidazole, 6-ethoxycarbonyl-2-methyl-l- 
(2-niethylbenzyl)benzimidazole ) 1 -benzyI-6-ethoxycarbonyl-2-methylbenzimidazole, 1 -(4-t- 
butyIbenzyl)-6-elhoxycarbonyl-2-methylbenzimidazole ) l-(2-chlorobenzyl)-5-ethoxycarbonyl-2- 
methylbenzimidazole, 1 -(2,6-dichlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimida2ole, 1 -(2,4- 
dichlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole, 6-carboxy- 1 -(4-chlorobenzyl)-2-n- 
propylbenzimidazole, 6-carboxy- l-(2,6-dichlorobenzyl)-2-methylbenzimidazole ) 6-carboxy-2- 
methyl-l-[2-(trifluoromethyl)berizyl]benzimidazole, 6-carboxy-2-methyl-l-[4-(trifIuorom ethyl) 
benzyl]benzimidazole, 6-carboxy- HS^-dichlorobenzyl^-methylbenzimidazole, l-benzyl-6- 
carboxy-2-n-propylbenzimidazole, 6-carboxy- l-(3-chlorobenzyl)-2-n-propylbenzimida2ole, 6- 
carboxy- 1 -(2,4-dichlorobenzyl)-2-methylbenzimidazole, 1 -(4-t-butyIbenzyl)-6-carboxy-2- 
methylbenzimidazole, 6-carboxy-2-methyl- 1 -(2-methybenzyl)benzimidazole, 1 -benzyl-6- 
carboxy-2-methylbenzimidazole, 5-carboxy- 1 -(2-chlorobenzyl)-2-methylbenzimidazole, 6- 
carboxy- 1 -(2-chlorobenzy l)-2-methylbenzimidazole, 1 -(2,4-dichlorobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoy]]benzimidazole, l-(2-chIorobenzyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole, l-(3-chlorobenzyl)-2-n-propyl-6-[(2-pyridylrnethyl)carbamoyl] 
benzimidazole, 1 -benzyl-2-n-propyl-6-[(2-pyridylmethyl)carbarnoyl]benzimidazole, 1 -(4- 
chlorobenzyl)-2-propyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, l-(2,6-dichlorobenzyl)- 
2-methyl-6-[(2-pyridylmethyl)carbarnoyl]benzimidazole, 2-methyl-6-[(2-pyridylmethyl) 
carbamoyl]- l-[2-(trifluoromethyl)berizyl]berizimidazole, 2-methyl-6-[(2-pyridylmethyl) 
carbamoyl] -l-^-^rifluorornethylJbenzylJbenzimidazole, l-(3 ) 4-dichlorobenzyl)-2-methyl-6-[(2- 
pyridyhnethyl)carbamoyl]benzimidazole, 2-methyl-l-(2-methylbenzyl)-6-[(2-pyridylmethyl) 
carbarnoyl]benzimidazole, 1 -benzyl-2-methyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole, 1- 
(4-t-butylbenzyl)-2-memyl-6-[(2-pyridyto^ 6-carbamoyl-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole, l-(2,4-difluorobenzyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimidazole, l-(2 > 4-difluorobenzyl)-2-memyl-5-[(2-pyridylmethyl)carbamoyl] 
benzimidazole, l-(2,4-dichlorobenzyl)-7-ethoxycarbonyl-2-methylbenzimidazole, 7-carboxy-l- 
(2,4-dichlorobenzyl)-2-memylberizimidazole, l-(2,4-dichlorobenzyl)-4-ethoxycarbonyl-2- 
methylbenzimidazole, 4-carboxy- 1 -(2,4-dichloroberizyl)-2-memylbenzimidazole, 1 -(2,4- 
dichlorobenzyl)-5-ethoxycarbonyl-2-methylbenzimidazole s 5-carboxy- 1 -(2,4-dichlorobenzyl)-2- 
methylbenzimidazole, and 6-(n-butylcarbamoyl)- 1 -(2 ,4-dichlorobenzyl)-2-methylbenzimidazole. 

Based on their hypoglycemia inhibitory effect, the benzimidazole derivatives of the — 
present invention described heretofore and pharmaceutical^ acceptable salts thereof are useful in 



preventing or treating impaired glucose tolerance, diabetes (type II diabetes), diabetic ■ \. :,. 
complications (e.g., diabetic nephropathy, diabetic neuropathy, diabetic retinopathy), insulin < 
resistance syndromes (e.g., insulin receptor anomaly, Rabson-Mendenhall syndrome, 
repliconism, Kobberling-Dunnigan syndrome, Seip syndrome, Lawrence syndrome, Cushing's 
syndrome, acromegaly), hyperlipemia, atherosclerosis, angio cardiopathy (angina pectoris, 
cardiac failure), and hyperglycemia (e.g., what can be characterized by anomalous 
saccharometabolism, such as eating disorder), hypertension, and so forth.. Furthermore, based 
on their cGMP-PDE(in particular PDE5) inhibitory effect, bronchodilation effect, vasodilatation 
effect, smooth muscle cell repression effect, and allergy suppression effect, they are useful in 
preventing or treating angina pectoris, high blood pressure, pulmonary hypertension, congestive 
cardiac failure, glomerulopathy (e.g., diabetic glomerulosclerosis), tubulointerstitial mellitus 
(e.g., nephropathy induced by FK506 or cyclosporine), renal failure, angiostenosis (e.g., after 
percutaneous transluminal angioplasty), telangiosis, cerebral apoplexy, chronic reversible atresia 
(e.g., bronchitis and asthma (chronic asthma, allergic asthma)), allergic rhinitis, urticaria, 
glaucoma, diseases characterized by entero dyskenesia (e.g., hypersensitive anaphylaxis), 
impotence (e.g., organic impotence, psychic impotence), diabetic complications (e.g., diabetic 
gangrene, diabetic arthropathy, diabetic glomerulosclerosis, diabetic dermopathy, diabetic 
neuropathy, diabetic cataract, diabetic retinopathy), nephritis, carcinoma cachexia, or post-PCTA 
restenosis, and so forth. 

The inventors of the present invention also recognized the previously described activities 
and effects in the benzimidazole derivatives which had been disclosed as c-GMP 
phosphodiesterase inhibitors in Patent Application No. Hei-5-222000. In addition, they have 
found that these benzimidazole derivatives are effective as prevention or treatment 
pharmaceuticals as the compounds previously described herein. 

The present invention includes pharmaceuticals containing, as their effective constituents, 
benzimidazole derivatives expressed by the next formula (I) and pharmaceutical^ acceptable 
salts thereof, 



n <R 4 ) 




\ 



wherein in the formula (I), 

Ri is a hydrogen atom, an arylsulfonyl group, or a lower alkyl group, whereas said lower 
alkyl group may be substituted with 

one or two aryl groups or heterocyclic groups 

which may be substituted with a substituent(s) selected from a group 
comprising 

a halogen atom, a haloaryl group, a lower alkyl group, a halo- 
lower-alkyl group, a lower alkoxyl group, a nitro group, an amino 
group, a cyano group, an aryl group, an aryl-lower-alkyl group, an 
aryl-lower-alkyloxy group, a haloaryl-lower-alkyloxy group, an 
arylsulfonyl-lower- alkyl group, an arylsulfonylamino group, a 
cyanoaryl group and a heterocyclic group; 

R.2 is a hydrogen atom, a lower cycloalkyl group, a hydroxy group, a lower alkoxyl 
group, a mercapto group, a lower alkylthio group, an amino group, a lower alkyl amino 
group, a carboxy group, an aryl group, or a lower alkyl group, whereas said lower alkyl 
group may be substituted with a halogen atom(s), a lower alkoxyl group(s), a cyano 
group(s), a chlorocarbonyl group(s), an aryl group(s) or a heterocyclic group(s); 

R3 is a carboxy group, an esterificated carboxy group, an amidized carboxy group, an 
amino group, an amido group, or a sulfonyl group, whereas said amino group and said 
ami do group may be substituted with an acyl group(s) or a sulfonyl group(s), whereas a 
halogen atom(s), an amino group(s) or an acylamino group(s) is(are) bonded to said 
sulfonyl group, yet whereas R 3 may be bonded to the main rings through a lower alkylene 
group or a lower alkenylene group; 

R4 is a neutral substituent, whereas R4 includes a halogen atom, or an alkyl group, an 
aralkyl group, an alkynyl group, or one of the preceding groups which is substituted with 
halogen atoms, whereas, when R4 is a hydrocarbon group, may be saturated or 
unsaturated, and of either a chain form or a ring form, whereas it may be branched in 
some cases, whereas, when R4 is substituted with halogen atoms, the halogen atoms may 
be any halogen, and whereas the number of halogen atoms is not restricted; 



the symbol n is an integer 0-3, and therefore, one, two or three R^s may be bonded or 
no R4 may be bonded, whereas could be bonded at an ortho, meta, or para position in 
relation to the other substituent, 

and wherein such pharmaceuticals are used to prevent or treat impaired glucose tolerance, 
diabetes (type II diabetes), diabetic complications (e.g., diabetic nephropathy, diabetic 
neuropathy, diabetic retinopathy), insulin resistance syndromes (e.g., insulin receptor anomaly, 
Rabson-Mendenhall syndrome, repliconism, Kobberling-Dunnigan syndrome, Seip syndrome, 
Lawrence syndrome, Cushing's syndrome, acromegaly), hyperlipemia, atherosclerosis, angio 
cardiopathy (angina pectoris, cardiac failure), hyperglycemia (e.g., what can be characterized by 
anomalous saccharometabolism, such as eating disorder), or hypertension; or angina pectoris, 
high blood pressure, pulmonary hypertension, congestive cardiac failure, glomerulopathy (e.g., 
diabetic glomerulosclerosis), tubulointerstitial mellitus (e.g., nephropathy induced by FK506 or 
cyclosporin), renal failure, angiostenosis (for example, after percutaneous transluminal 
angioplasty), telangiosis, cerebral apoplexy, chronic reversible atresia (e.g., bronchitis and 
asthma (chronic asthma, allergic asthma)), allergic rhinitis, urticaria, glaucoma, diseases 
characterized by entero dyskenesia (for example, hypersensitive anaphylaxis), impotence (e.g., 
organic impotence, psychic impotence), diabetic complications (e.g., diabetic gangrene, diabetic 
arthropathy, diabetic glomerulosclerosis, diabetic dermopathy, diabetic neuropathy, diabetic 
cataract, diabetic retinopathy), nephritis, carcinoma cachexia, or post-PCTA restenosis, and so 
forth. 

Actual examples of the benzimidazole derivatives expressed by the formula (I) include 
the following; 2-butyl-l-(2-chlorobenzyl)-6-ethoxycarbonylbenzimidazole, l-(4-bromo-2- 
fluorobenzyl)-2-butyl-6-ethoxycarbonylbenzimidazole, 2-butyl-l-(2,4-dichlorobenzyl)-6- 
ethoxycarbonylbenzimidazole, 2-butyl-6-ethoxycarbonyl-l-(4-methoxycarbonylbenzyl) 
benzimidazole, 2-butyl-6-ethoxycarbonyl-l-(2-fluorobenzyl)benzimidazole, 2-butyl-6- 
ethoxycarbonyl- 1 -(2-trifluoromethylbenzyl)benzimidazole, 1 -(2-chlorobenzyl)-6- 
ethoxycarbonyl-2-ethylbenzimidazole, l-(2-chlorobenzyl)-6-ethoxycarbonyl-2- 
propylbenzimidazole, 1 -(2-chlorobenzyl)-2-cyclopropyl-6-ethoxycarbonylbenzimidazole, l-(2- 
chlorobenzyl)-6-ethoxycarbonyl-2-isopropylbenzimidazole, 2-butyl-l-(2-chlorobenzyl)-5- 
ethoxycarbonylbenzimidazole, 2-butyl-l-(2-chlorobenzyl)-7-ethoxycarbonylbenzimidazole, 1- ~ 
(2-chlorobenzyl)-5-ethoxycarbonyl-2-propylbenzimidazole, 2-butyl-l-(2-chlorobenzyl)-6- 



carboxybenzimidazole, 2-butyI-6-carboxy-l-(4-carboxybenzyI)benzimidazole, 6-carboxy-l-(2- 
■ chlorobenzyI)-2-ethylbenzimidazole, 6-carboxy- 1 -(2-chlorobenzy I)-2-propylbenzimidazole, 6- 
carboxy-l-(2-chlorobenzyl)-2-cyclopropylbenzimidazole, 2-butyl-5-carboxy-l-(2- 
chlorobenzyl)imidazole, 2-butyl- 1 -(2-chlorobenzyl)-6-dimethylcarbamoylbenzimidazole, 6- 
(benzylcarbamoyl)-2-butyl- 1 -(2-chlorobenzyl)benzimidazole, 2-butyl- 1 -(2-chIorobenzyI)-6- 
morpholinocarbonylbenzimidazole, 2-butyl-6-carbamoyl-(2-chlorobenzyI)benzimidazole, 2- 
butyl- 1 -(2-chlorobenzyl)-6-(4-methylpiperazinyl)carbonylbenzimidazole J 2-butyl- 1 -(2- 
chlorobenzyl)-6-(methylcarbamoyl)benzimidazole, 6-carbamoyl- 1 -(2-chlorobenzyl)-2- 
ethylbenzimidazole, 6-carbamoyl- 1 -(2-chlorobenzyl)-2-propylbenzimidazole, 6-carbamoyl- 1 -(2- 
chlorobenzyl)-2-cyclopropyIbenzimidazole, 2-butyl-5 -carbamoyl- 1 -(2- 

chlorobenzyl)benzimidazole, 2-butyl- l-(2-chlorobenzyl)-6-(isoproylcarbonyl)benzimidazole, 1- 
(2-chlorobenzyl)-6-chloroformyl-2-propylbenzimidazole, l-(2-chlorobenzyl)-6- 
(methylcarbamoyl)-2-propylbenzimidazole, l-(2-chlorobenzyl)-6-(ethylcarbamoyl)-2- 
propylbenzimidazole, 1 -(2-chlorobenzyl)-6-(isopropyI)carbamoyl-2-propylbenzimidazole ) 1 -(2- 
chlorobenzyl)-6-(piperidinocarbonyl)-2-propylbenzimidazole, l-(2-chlorobenzyl)-6- 
(morpholinocarbonyl)-2-propylbenzimidazole } l-(2-chIorobenzyl)-6-(2-morpholinoethyl) 
carbamoyl-2-propylbenzimidazole, l-(2-chlorobenzyl)-6-[4-(2-hydroxyethyl)piperazinyl] 
carbonyl-2-propylbenzimidazole s l-(2-chlorobenzyl)-2-propyl-6-(2-pyridylmethyl) 
carbamoylbenzimidazole, and l-(2-chlorobenzyl)-2-propyl-6-[4-(4-phenyl- 1 ,2,3,6- 
tetrahydropyridine- 1 -yl)butyl]carbamoylbenzimidazole. 

When the benzimidazole derivatives of the present invention are to be used for treating 
purposes, they are used in a form of an ordinary pharmaceutical, wherein such an ordinary 
pharmaceutical contains said derivatives mixed with a carrier, such as organic or inorganic, solid 
or liquid excipient. This excipient is suitable for ingestion, parenteral application, or external 
application. Such pharmaceuticals may be solid as in tablets, granules, and power, or liquid as in 
a solution, syrup, emulsion, and lemonade. 

As necessary, the above pharmaceuticals may include an auxiliary agent, stabilizer, 
humectant, and other normally used additives such as lactose, citric acid, tartaric acid, stearic 
acid, magnesium stearate, clay, sucrose, cone starch, talc, gelatin, agar, pectin, peanut oil, olive 
oil, cacao oil, and ethyleneglycol. 

The dosage amount of said derivatives would vary depending on patient's age, condition, 
type and condition of the disease, and the type of the derivatives to be actually used. In general,- 



the dosage amount is 1 ~ lOOmg/kg for ingestion, and 0.1 - lOmg/kg for intramuscular injection 
or phleboclysis. Such a dose is given once to four times per day. 

Brief Explanation of Figures 

Fig. 1 shows the chemical formulas of compound (42) through compound (47). 

Fig. 2 shows the chemical formulas of compound (48) through compound (53). 

Fig. 3 shows the chemical formulas of compound (54) through compound (59). 

Fig. 4 shows the chemical formulas of compound (60) through compound (65). 

Fig. 5 shows the chemical formulas of compound (66) through compound (71). 

Fig. 6 shows the chemical formulas of compound (72) through compound (77). 

Fig. 7 shows the chemical formulas of compound (78) through compound (83). 

Fig. 8 shows the chemical formulas of compound (84) through compound (89). 

Fig. 9 shows the chemical formulas of compound (90) through compound (95). 

Fig. 10 shows the chemical formulas of compound (96) through compound (101). 

Fig. 1 1 shows the chemical formulas of compound (102) through compound (107). 

Fig. 12 shows the chemical formulas of compound (108) through compound (113). 

Fig. 13 shows the chemical formulas of compound (1 14) through compound (119). 

Fig. 14 shows the chemical formulas of compound (120) through compound (125). 
Fig. 15 shows the chemical formulas of compound (126) through compound (131). 
Fig. 16 shows the chemical formulas of compound (132) through compound (137). 
Fig. 17 shows the chemical formulas of compound (138) through compound (143). 
Fig. 18 shows the chemical formulas of compound (144) through compound (149). 
Fig. 19 shows the chemical formulas of compound (150) through compound (155). 
Fig. 20 shows the chemical formulas of compound (156) through compound (161). 
Fig. 21 shows the chemical formulas of compound (162) through compound (167). 
Fig. 22 shows the chemical formulas of compound (168) through compound (173). 
Fig. 23 shows the chemical formulas of compound (174) through compound (179). 
Fig. 24 shows the chemical formulas of compound (180) through compound (185). 
Fig. 25 shows the chemical formulas of compound (186) through compound (191). 
Fig. 26 shows the chemical formulas of compound (192) through compound (197). 
Fig. 27 shows the chemical formulas of compound (198) through compound (203). ~ 
Fig. 28 shows the chemical formulas of compound (204) through compound (209). 



Fig. 29 shows the chemical formulas of compound (210) through compound (215). 
Fig. 30 shows the chemical formulas of compound (216) through compound (221). 
Fig. 31 shows the chemical formulas of compound (222) through compound (227). 
Fig. 32 shows the chemical formulas of compound (228) through compound (233). 
Fig. 33 shows the chemical formulas of compound (234) through compound (239). 
Fig. 34 shows the chemical formulas of compound (240) through compound (245). 
Fig. 35 shows the chemical formulas of compound (246) through compound (251). 
Fig. 36 shows the chemical formulas of compound (252) through compound (257). 
Fig. 37 shows the chemical formulas of compound (258) through compound (263). 
Fig. 38 shows the chemical formulas of compound (264) through compound (269). 
Fig. 39 shows the chemical formulas of compound (270) through compound (275). 
Fig. 40 shows the chemical formulas of compound (276) through compound (281). 
Fig. 41 shows the chemical formulas of compound (282) through compound (287). 
Fig. 42 shows the chemical formulas of compound (288) through compound (293). 
Fig. 43 shows the chemical formulas of compound (294) through compound (299). 
Fig. 44 shows the chemical formulas of compound (300) through compound (305). 
Fig. 45 shows the chemical formulas of compound (306) through compound (311). 
Fig. 46 shows the chemical formulas of compound (312) through compound (316). 
Fig. 47 shows the chemical formulas of compound (317) through compound (322). 
Fig. 48 shows the chemical formulas of compound (323) through compound (328). 
Fig. 49 shows the chemical formulas of compound (329) through compound (334). 
Fig. 50 shows the chemical formulas of compound (335) through compound (340). 



Best Forms to Exemplify the Present Invention 



Hereunder, the present invention is explained by using examples. The present 
invention, however, is not limited to these examples. 

< Production Example 1 ; Production of 3-[N-(2-Bromobenzyl)but)Tylamino]-4-nitro- 
ethylbenzoate > 

In a nitrogen environment and at room temperature, sodium hydroxide (100 mg, 60% 
oil suspension) was added to an N,N-dimethylformamide (10 ml) solution of 3-butyryIamino- 
4-nitro-ethylbenzoate (247 mg) in a number of separate repetitions. The reaction suspension 
was stirred for 1 hour at the same temperature. The N,N-dimethylformamide (2 ml) solution 
of 2-bromobenzylbromide (244 mg) was gradually dripped over a 10 minute span. After the 
reaction mixture was stirred for 1 hour at room temperature, it was then poured into ice water. 
Precipitated oily material was extracted with methylene chloride . The organic solvent layer 
was washed with water, dried, and then concentrated under reduced pressure. The residuum 
was developed through silica gel flush column chromatography, and extraction was 
performed using 25% ethyl acetate / n-hexane. Thus, yellow and oily 3-[N-(2- 
bromobenzyl)butyrylamino]-4-nitro-ethylbenzoate (540 mg) was obtained.. 
[Physical Characteristics of the Compound] 

] H-NMR (CDC1 3 , 5): 0.87 (3H, t, J = 8 Hz), 1.48 (3H, t, J - 8 Hz), 1.68 (2H, sextet, J = 8 
Hz), 2.03 (2H, t, J = 8 Hz), 4.30 - 4.46 (2H, m), 4.70 (1H, d, J = 15 Hz), 5.40 (1H, d, J=15 
Hz), 7.08 - 7.34 (2H, m), 7.43 (1H, dd, J = 1, 8 Hz), 7.58 (1H, dd, J = 1, 8 Hz), 7.66 (1H, d, 
J - 1 Hz), 7.96 (1H, d, J = 8 Hz), 8.16 ( 1H, dd, J = 1, 8 Hz). 

< Production Example 2; Production of 3-[N-(2-Chlorobenzyl)benzoylamino]-4-nitro- 
ethylbenzoate > 

From 3-benzoylamino-4-nitro-ethylbenzoate (450 mg) and 2-chlorobenzylbromide 
(243 mg), yellow crystal of 3-[N-(2-chlorobenzyl)benzoylamino]-4-nitro-ethylbenzoate (480 
mg) was obtained by using the same method as described in Production Example 1. 
[Physical Characteristics of the Compound] 

'H-NMR (CDCI3, 5): 1.35 (3H, t, J = 8 Hz), 4.35 (2H, q, J = 8 Hz), 4.76 (1H, bd, J = 15 Hz) 

5.82 (1H, bd, J=15 Hz), 7.10 - 8.00 (12H, m). 

mp:lll-113°C 

< Production Example 3; Production of 3-|>r-(2-Fluoroberizyl)butyrylamino]-4-nitro- 
ethylbenzoate > 

From 3-butyrylamino-4-nitro-ethylbenzoate (300 mg) and 2-fluorobenzylbromide 
(243 mg), yellow and oily 3-[>J<2-fluorobenzyl)buryrylamino]-4-ru^o-ethylbenzoate (394 ~ 
mg) was obtained by the same method as described in Production Example 1 . 
[Physical Characteristics of the Compound] 



'H-NMR (CDCb, 5): 0.S5 (3H, t, J = S Hz), 1.40 (3H } t, J = S Hz) 1.65 (2H, sextet, J = S 
Hz), 1.93 (2H, i, J = S Hz), 4.30 - 4.45 (2H, m), 4.60 (1H, d, J = 10 Hz), 5.25 (1H, d, J=10 
Hz), 6.SS (2H, t, J = S Hz), 7.0S (2H, dd, J = 5, 8 Hz), 7.24 (1H, dt, J = 1 , 8 Hz), 7.41 (1H, 
dt,J = l, 8 Hz), 7.69(lH,d,J = l Hz), 7.96 ( 1H, d, J = 8 Hz), 8.15 (1H, dd, J = 1, 8 Hz). 

< Production Example 4; Production of 3-[N-(4-fluorobenzyl)butyr>'lamino]-4-nitro- 
ethyibenzoate > 

From 3-but>Tylamino-4-nitro-ethylbenzoate (300 mg) and 4-fluorobenzylbromide 
(243 mg), yellow and oily 3-[N-(4-fluorobenzyl)but)T)'lamino]-4-nitro-ethylbenzoate (400 
mg) was obtained by the same method as described in Production Example 1. 
[Physical Characteristics of the Compound] 

'H-NMR (CDC1 3 , 5): 0.86 (3H, t, J - 8 Hz), 1.37 (3H, t, J = 8 Hz), 1.56 - 1.76 (2H, m), 1.96 
-2.04(2H,m), 4.32 - 4.46 (2H, m), 4.40 (1H, d, J = 14 Hz), 5.23 (1H, d, J=14 Hz), 6.95 
(2H, t, J - 8 Hz), 7.10 (2H, dd, J = 5, 8 Hz), 7.47 (1H, d, J - 1 Hz), 7.95 ( 1H, d, J = 8 Hz), 
8.16(lH,dd, J=l, 8 Hz). 

< Production Example 5; Production of 3-[N-(2-Cyanobenzyl)butyrylamino]-4-nitro- 
ethylbenzoate > 

Potassium carbonate (296 mg) was added to an N,N-dimethylformamide solution of 
3-bur>Tylamino-4-nitro-ethylbenzoate (200 mg) and 2-cyanobenzylbromide (154 mg), and 
the solution was stirred for 3 hours at 20° C. The reaction mixture was separated using ethyl 
acetate and water. After washing the organic layer with water and a saline solution, it was 
dried using magnesium sulfate. By removing the solvent through evaporation under reduced 
pressure, yellow and oily 3-[N-(2-cyanobenzyl)butyr> r lamino]-4-nitro-ethylbenzoate (330 
mg) was obtained. 

[Physical Characteristics of the Compound] 

1 H-NMR (CDC1 3 , 6): 0.86 (3H, t, J = 8 Hz), 1 -49 (3H, t, J = 8 Hz), 1 .67 (2H, sextet, J = 8 
Hz), 2.02 (2H, t, J = 8 Hz), 4.28 - 4.52 (2H, m), 4.90 (1H, d, J = 15 Hz), 5.28 (1H, d, J=15 
Hz), 7.40 (1H, t, J = 8 Hz), 7.61 (1H, dt, J = 1, 8 Hz), 7.70 (1H, d, J = 1 Hz), 7.74 ( 1H, dd, 
J = 1, 8 Hz), 8.02 (1H, d, J = 10 Hz), 8.22 (1H, dd, J = 1, 10 Hz). 

<Production Example 6> 

The following compounds were produced by the same method as described in Production 
Example 5. 

< Production Example 6-1; Production of 3-[^-(3-Fluoroberizyl)butyrylamino]-4-nitro- 
ethylbenzoate > 

[Physical Characteristics of the Compound] ~ 
Yellow oil. 

1 H-NMR (CDC1 3) 6): 0.86 (3H, t, J = 7.5 Hz), 1.35 (3H, t, J = 7.5 Hz), 1.68 (2H, m), 2.00 



(2H, t, J = 7.5 Hz), 4.36(lH,d,J=15Hz), 4.40 (2H, m), 5.31 (1H, d, J = 15 Hz), 6.85- 
7.2S(4H,m), 7.60 (1H, d, J = 1.5 Hz), 7.97 (1H, d, J = 10 Hz), S.16 (1H, dd, J = 10, 1.5 

:HZ). 

< Production Example 6-2; Production of 4-Nitro-3-[N-(2-pyridylmethyl)-n- 
but}Tylamino]ethylbenzoate > 

This material was immediately used for the following process. 
[Physical Characteristics of the Compound] 
Yellow oil. 

< Production Example 6-3; Production of 3-[N-(2,6-Dichlorobenzyl)butyrylamino]-4-nitro- 
ethylbenzoate > 

[Physical Characteristics of the Compound] 

] H-NMR (CDC1 3 , 8) : 0.89 (3H, t, J = 7.5 Hz), 1.38 (3H, t, J - 7.5 Hz), 1.70 (2H, m), 2.03 
(2H, t, J = 7.5 Hz), 4.36 (2H, m), 4.96 (1H, d, J - 13.5 Hz), 5.70 (1H, d, J = 13.5 Hz), 7.10 
-7.2S(4H,m), 7.49 (1H, d, J = 1.5 Hz), 8.03 (1H, d, J = 7.5 Hz), 8.14 (1H, dd, J = 7.5 and 
1.5 Hz). 

mp = 85 - 89° C 

< Production Example 6-4; Production of 3-[N-(3-Methylbenzyl)propionylamino]-4-nitro- 
ethylbenzoate > 

This material was immediately used for the following process. 
[Physical Characteristics of the Compound] 
Yellow oil. 

< Production Example 6-5; Production of 3-[N-(2-Fluorobenzyl) 
cyclopropanecarbonylamino]-4-nitro-ethylben2oate> 
[Physical Characteristics of the Compound] 

Yellow oil. 

] H-NMR (CDC1 3 ,5) : 0.60 - 0.71 (2H, m), 0.99 - 1.14 (3H, m), 1.38 (3H, t, J = 7.5 Hz), 4.37 
(2H,m), 4.62(lH,d,J=12Hz), 5.30 (1H, d, J = 12 Hz), 6.92 (1H, t, J = 7.5 Hz), 7.10 
(lH,t,J = 7.5Hz), 7.26 (lH,m), 7.42 (1H, t, J = 7.5 Hz), 7.80 (1H, s), 7.99 (1H, d, J = 7.5 
Hz), 8.14 (1H, dd, J = 7.5 and 2 Hz). 

< Production Example 6-6; Production of 3-[N-(2-Chlorobenzyl) 
cyclopropanecarbonylamino]-4-nitro-ethylbenzoate > 
[Physical Characteristics of the Compound] 

] H-NMR (CDCI3, 5) : 1.37 (3H, t, J - 7.5 Hz), 1.68 - 1.87 (4H, m), 2.22 - 2.58 (2H, m), " 
2.75 - 2.94 (1H, m), 4.23 - 4.46 (2H, m), 4.63 (1H, d, J = 15 Hz), 5.45 (1H, d, J = 15 Hz), 
7.14- 7.24 (3H,m), 7.35 - 7.45 (1H, m), 7.56 (1H, d, J = 2 Hz), 7.97 (1H, d, J = 9 Hz), 



S.13(1H, dd, J = 9, 2 Hz). 



< Production Example 6-7; Production of 3-CycIobutanecarbonylamino-4-nitro- 
ethylbenzoate > 

[Physical Characteristics of the Compound] 

'H-NMR (CDCIj, 5) : 1.43 (3H, t, J = 7.5 Hz), 1.86 - 2.19 (2H, m), 2.22 - 2.54 (4H, m), 
3.20 - 3.41 (1H, m), 4.43 (2H, q, J = 7.5 Hz), 7.S0 (1H, dd, J = 10, 2 Hz), 8.26 (1H, d, J = 
10 Hz), 9.45(lH ) d,J = 2Hz). 
nip = 94 - 96° C 

< Production Example 7; Production of 3-Acetylamino-4-nitrobenzamide > 

In a nitrogen environment and under ice-chilled conditions, oxalyl chloride (3.91 ml) 
was dripped into a dichloromethane (50 ml) solution of 3-acetylamino-4-nitro-benzoic acid 
(7.00 g). The mixture solution was then stirred for one hour under ice-chilled conditions, and 
then stirred for two and half hours at room temperature. After the reaction solution was 
concentrated through evaporation under reduced pressure, the material was dissolved in 
tetrahydrofuran (50 ml). It was then was dripped into aqueous ammonia (28%) under a 
nitrogen environment and under ice-chilled conditions. After the reaction solution was 
stirred for one hour, water and ethyl acetate were added to the solution, and precipitated 
solids (ca. 8 g) were removed through filtration. After the filtrate separated into layers, the 
organic layer was washed with water, and dried with magnesium sulfate. Then the solvent 
was removed through evaporation under reduced pressure , and the residuum was obtained. 
The residuum and the precipitated solids were mixed, then washed with hot ethyl acetate, and 
filtered. Thus, 3-acetylamino-4-nitrobenzamide (4.94 g) was obtained. 
[Physical Characteristics of the Compound] 

1 H-NMR (DMSO-d6, 6) : 2.08 (3H, s), 7.68 (1H, br s), 7.78 (1H, dd, J = 9, 2 Hz), 7.94 - 
8.05 (2H, m), 8.23 (1H, brs). 

< Production Example 8; Production of 3-[N-(2-Chlorobenzyl)acetylamino]-4- 
nitrobenzamide > 

3-[N-(2-chlorobenzyl)acetylammo]-4-nitrobenzamide was produced from a 
compound by using the same method as described in Production Example 7. 
[Physical Characteristics of the Compound] 

! H-NMR (DMSO-d6, 5) : 1.86 (3H,s), 4.64 (1H, d, J = 15 Hz), 5.06 (1H, d, J= 15 Hz), 
7.22 - 7.40 (4H, m), 7.73 (1H, brs), 7.84 (1H, d, J = 2 Hz), 8.03 (1H, dd, J - 9, 2 Hz), 8.14 
(1H, d, J = 9 Hz), 8.22 (1H, br s). 

< Production Example 9; Production of 3-[N-(2-Chlorobenzyl)acetylamino]-4- 
nitrobenznitrile > . 

In a nitrogen environment and under ice-chilled conditions, 1,4-dioxane (30 ml) was 



dripped into a dichloromethane solution (4 ml) of titanium tetrachloride (1.70 ml). : Then 1,4- 
dioxane solution (65 ml) of 3-[N-(2-chlorobenzyl)acetylamino]-4-nitrobenzamide (2.70 g) 
was dripped into the mixture solution. After stirring the mixture solution for 15 minutes, 
triethylamine (3.41 g) was added, then the solution was stirred for two hours under ice-chilled 
conditions. After the reaction was completed, the solvent was removed through evaporation 
under reduced pressure, and ethyl acetate and water were added to the residuum. After the 
solution separated into layers, the organic layer was washed with water, and dried with 
magnesium sulfate. Then the solvent was removed through evaporation under reduced 
pressure. The residuum was purified using column chromatography [200 ml, n-hexane-ethyl 
acetate (4-1)], then 3-[N-(2-chlorobenzyl)acerylamino]-4-nitrobenznitrile (1.21 g) was 
obtained. 

[Physical Characteristics of the Compound] 

, H-NMR(CDCl 3) 5):1.92(3H,s), 4.61 (1H, d, J - 15 Hz), 5.40 (1H, d, J = 15 Hz), 7.18- 
7.50 (5H, m), 7.80 (1H, dd, J = 9, 2 Hz), 8.01 (1H, d, J = 9 Hz). 
Mass (FAB): 300 
IR(Nujol): -2250 cm- 1 

< Production Example 10; Production of 3-[N-(2-Chlorobenzyl)amino]-4-nitrobenznitriIe > 

35% hydrochloric acid (1 ml) was added to a 1,4-dioxane (10 ml) solution of 3-[N- ' 
(2-chlorobenzyl) acetylamino]-4-nitrobenzamide (850 mg), and then the mixture was 
refluxed by heating for 4 days. The reaction solution was concentrated through evaporation 
under reduced pressure, and then poured into a mixture of water and chloroform. The 
mixture then separated into layers. The organic layer was washed with water, dried with 
magnesium sulfate, and then the solvent was removed through evaporation under reduced 
pressure. The residuum was purified using column chromatography [50 ml, chloroform], and 
3-[N-(2-chlorobenzyl)amino]-4-nitroberiznitrile (230 mg) was obtained. 
[Physical Characteristics of the Compound] 

] H-NMR (CDC1 3 , 5) : 4.65 (2H, d, J = 6 Hz), 6.93 (1H, dd, J = 9, 2 Hz), 7.10 (1H, d, J = 2 
Hz), 7.25 - 7.40 (3H, m), 7.40 - 7.54 (1H, m), 8.30 (1H, d, J = 9 Hz), 8.45 (1H, br s). 
Mass (FAB): 258 
IR (Nujol): 2220 cm" 1 

< Production Example 1 1 ; Production of 4-Amino-3-[N-(2-chloroberi2yl)aimno]benziiitrile > 

10% palladium carbon (50 mg) was added to the mixture solution of 3-[N-(2- 
chlorobenzyl) amino]-4-nitrobenznitrile (261 mg), methanol (15 ml) and 1,4-dioxane (3 ml), 
and contact reduction was performed in a hydrogen environment at 3 atm. After the reaction, 
the reaction solution was separated through filtration using celite, and then the filtrate was 
concentrated through evaporation under reduced pressure. The obtained solid material was " 
washed with ether, filtered and 4-amino-3-[N-(2-chlorobenzyl)amino]benznitrile (196 mg) 
was obtained. 



[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 5) : 4.39 (2H, d, J = 5 Hz), 5.57 (1H, t, J = 5 Hz), 5.69 (2H, s), 6.46 
(1H, d, J = 2 Hz), 6.61 (1H, d, J = 9 Hz), 6.SS (1H, dd, J = 9, 2 Hz), 7.25 - 7.41 (3H, m), 
7.44- 7.54 (1H, m). 

< Example 1; Synthesis of l-(2-Bromobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole 

(42) > 

3-[N-(2-bromobenzyl)butyrylamino]-4-nitro-ethylbenzoate (390 mg) and reduced 
iron (210 mg) were added to the mixture solution of acetic acid (1 ml) and ethanol (2 ml), 
then the suspension was refluxed for one hour while being stirred briskly. After the reaction, 
the reaction solution was cooled, separated through filtration using celite, and then the filtrate 
was concentrated through evaporation under reduced pressure. Ethyl acetate and sodium 
hydrogencarbonate were added to the residuum, and the mixture separated into layers. After 
the organic layer was dried, the solvent was removed through evaporation under reduced 
pressure, and a brown residuum was obtained. The residuum was purified through flush 
column chromatography, and yellow crystal of l-(2-bromobenzyl)-6-ethoxycarbonyl-2-n- 
propylbenzimidazole (42) (1 60 mg) was obtained. 
[Physical Characteristics of the Compound (42)] 

1 H-NMR (CDC1 3) 5) : 1 .04 (3H, t, J - 8 Hz), 1 .40 (3H, t, J = 8 Hz), 1 .78 - 1 .98 (2H, m), 
2.34 (2H, t, J - 8 Hz), 4.38 (2H, q, J = 8 Hz), 5.45 (2H, s), 6.65 (1H, t, J = 8 Hz), 7.00 (1H, 
t,J = 8Hz), 7.13(lH,t,J = 8Hz), 7.28 (1H, t, J = 8 Hz), 7.78 (1H, d, J = 10 Hz), 7.99 
(lH,d, J= 10 Hz), 8.02 (lH,s). 
mp= 134- 135°C 

< Example 2; Synthesis of l-(2-Cyanoben2yl)-6-ethoxycarbonyl-2-n-propylbenzimidazole 

(43) > 

Colorless crystals of l-(2-cyanobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole 

(43) (160 mg) were obtained from 3-[N-(2-cyanobenzyl) butyrylamino]-4-nitro- 
ethylbenzoate (390 mg) by using the same method as described in Example 1 . 
[Physical Characteristics of the Compound (43)] 

1 H-NMR (CDC1 3 , 8) : 1.04 (3H, t, J = 8 Hz), 1.40 (3H, t, J - 8 Hz), 1.88 (2H, sextet, J = 8 
Hz), 2.80 (2H, t, J = 8 Hz), 4.38 (2H, q, J = 8 Hz), 5.62 (2H, s), 6.57 - 6.63 (1H, m), 7.38 - 
7.50 (2H, m), 7.78 (1H, dd, J= 1, 8 Hz), 7.79 (1H, d, J = 8 Hz), 7.94 (1H, d, J = 1 Hz), 
8.03 (1H, dd, J -1,8 Hz). 
mp = 132- 134°C 

< Example 3; Synthesis of l-(2-Chloroben2yl)-6-emoxycarbonyl-2-phenylbenzirnidazole 

(44) > 

Yellow crystals of l-(2-chlorobenzyl)-6-emoxycarbonyl-2-phenylbenzirnidazole 
(44) (220 mg) were obtained from 3-[N-(2-chlorobenzyl) benzoylamino]-4-nitro 



ethylbenzoate (460 mg) by using the same method as described in Example 1. 
[Physical Characteristics of the Compound (44)] 

'H-NMR (CDC1 3 , 5) : 1.40 (3H, t, J = 3 Hz), 4.38 (2H, q, J = S Hz), 5.56 (2H, s), 6.72 (H, 
dd, J = 1,8 Hz), 7.1S(lH,dt,J=l,SHz), 7.30 (1H, dt, J = 1, 8 Hz), 7.45 - 7.55 (4H, in), 
7.64(lH,d,J=lHz), 7.6S(lH,d,J=lHz), 7.90 (1H, d, J = 10 Hz), 7.95 (lH,s), 8.0S 
(1H, dd, J =1,8 Hz). 
mp= 140-142°C 

< Example 4; Synthesis of 6-Ethoxycarbonyl-l-(2-fluorobenzyI)-2-n-propylbenzimidazole 
(45) > 

Colorless crystals of 6-ethoxycarbonyl-l-(2-fluorobenzyl)-2-n-propylbenzimidazoIe 

(45) (160 mg) were obtained from 3-[N-(2-fluorobenzyl) butyrylamino]-4-nitro- 
ethylbenzoate (390 mg) by using the same method as described in Example 1. 
[Physical Characteristics of the Compound (45)] 

'H-NMR (CDCI3, 5): 1.04 (3H, t, J = 8 Hz), 1.40 (3H, t, J = 8 Hz), 1.78 - 1.98 (2H, m), 2.34 
(2H, t, J = 8 Hz), 4.38 (2H, q, J = 8 Hz), 5.45 (2H, s), 6.65 (1H, t, J = 8 Hz), 7.00 (1H, t, J 
= 8 Hz), 7.13 (lH,t, J = 8Hz), 7.28 (1H, t, J = 8 Hz), 7.78 (1H, d, J = 10 Hz), 7.99 (lH,d, 
J =10 Hz), 8.02 (lH,s). 
mp = 134- 135°C 

< Example 5; Synthesis of 6-Ethoxycarbonyl-l-(4-fluorobenzyl)-2-n-propylbenzimidazole 

(46) > 

Colorless crystals of 6-ethoxycarbonyl-l -(4-fluorobenzyl)-2-n-propylbenzimidazole 
(46) (160 mg) were obtained from 3-[N-(4-fluorobenzyI) butyrylamino]-4-nitro- 
ethylbenzoate (400 mg) by using the same method as described in Example 1. 
[Physical Characteristics of the Compound (46)] 

1 H-NMR (CDCI3, 6) : 1 .04 (3H, t, J = 8 Hz), 1 .40 (3H, t, J = 8 Hz), 1 .88 (2H, sextet, J = 8 
Hz), 2.82 (2H, t, J = 8 Hz), 4.38 (2H, q, J = 8 Hz), 5.38 (2H, s), 7.00 (4H, d, J = 7 Hz), 
7.77 (1H, d, J - 8 Hz), 7.98 (1H, d, J = 1 Hz), 8.00 (1H, dd, J = 1, 8 Hz). 
mp= 134- 135 °C 

< Example 6 > 

The following compounds were synthesized by using the same method as described in 
Example 1. 

< Example 6-1; 6-Ethoxycarbonyl-2-n-propyl-l-(2-pyridylmethyl)benzimidazole (47) > 
[Physical Characteristics of the Compound (47)] 

'H-NMR (CDCI3, 6) : 1.03 (3H, t, J = 7.5 Hz), 1.39 (3H, t, J = 7.5 Hz), 1.89 (2H, m), 2.86 
(2H, t, J - 7.5 Hz), 4.38 (2H, q, J = 7.5 Hz), 5.50 (2H, s), 6.72 (1H, d, J = 7.5 Hz), 7.24 
(lH,m), 7.58 (1H, dt, J = 7.5, 1.5 Hz), 7.79 (1H, d, J = 7.5 Hz), 7.96 - 8.02 (2H, m), 8.60 



(lH ; d, J = 4 Hz). 

mp = 84 - S5°C . . 

< Example 6-2; 6-Ethoxycarbonyl-l-(3-fluorobenzyl)-2-n-propylbenzimidazole (48) > 
[Physical Characteristics of the Compound (4S)] 

'H-NMR (CDCb, 5) : 1.04 (3H } t, J - 7.5 Hz), 1.39 (3H, t, J = 7.5 Hz), 1.90 (2H, m), 2.81 
(2H, t, J = 7.5 Hz), 4.39 (2H, q, J = 7.5 Hz), 5.39 (2H, s), 6.70 - 6.S4 (2H, m), 7.00 (1H, dt, 
J = S.5 and 1.5 Hz), 7.7S (1H, d, J = S.5 Hz), 7.96 (1H, s), 8.00 (1H, d, J = 8.5 Hz). 
mp= 142- 146°C 

< Example 6-3; l-(2,6-Dichlorobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole (49) > 
[Physical Characteristics of the Compound (49)] 

'H-NMR (CDC1 3 , 5) : 1.03 (3H, t, J = 7.5 Hz), 1.38 (3H, t, J = 7.5 Hz), 1.88 (2H, m), 2.93 
(2H, t, J = 7.5 Hz), 4.34 (2H, q, J = 7.5 Hz), 5.61 (2H, s), 7.26 (1H, d, J = 7.5 Hz), 7.39 
(2H, d, J = 7.5 Hz), 7.68 (1H, d, J = 7.5 Hz), 7.84 (1H, d, J = 1 .5 Hz), 7.91 (2H, d, J = 7.5 
Hz). 

mp = 153 - 156°C 

< Example 6-4; l-(3-Methylbenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole (50) > 
Colorless solid 

[Physical Characteristics of the Compound (50)] 

l H-NMR (CDC1 3 , 5) : 1.02 (3H, t, J = 7.5 Hz), 1.41 (3H, t, J = 7.5 Hz), 1.89 (2H, m), 2.29 
(3H, s), 2.82 (2H, t, J = 7.5 Hz), 4.38 (2H, q, J - 7.5 Hz), 5.35 (2H, s), 6.79 - 6.86 (2H, m), 
7.09 (1H, d, J = 7.5 Hz), 7.20 (1H, d, J = 7.5 Hz), 7.76 (1H, d, J = 7.5 Hz), 7.95 - 8.02 (2H, 
m). 

< Example 6-5; 2-Cyclopropyl-6-ethoxycarbonyl-l-(2-fluorobenzyI)benzimidazole (51) > 
[Physical Characteristics of the Compound (51)] 

'H-NMR (CDCb, 5) : 1.10 (2H, m), 1.27 (2H, m), 1.40 (3H, t, J = 7.5 Hz), 1.95 (1H, m), 
437 (2H, q, J = 7.5 Hz), 5.56 (2H, s), 6.77 (1H, t, J = 7.5 Hz), 7.03 (1H, t, J - 7.5 Hz), 7.13 
(1H, t, J = 7.5 Hz), 7.29 (lH,m), 7.69 (1H, d, J = 7.5 Hz), 7.96 (1H, d, J = 7.5 Hz), 8.02 
(lH,d, J = 2Hz). 
mp = 122 - 126°C 

< Example 6-6; l-(2-Chlorobenzyl)-6-cyano-2-cyclopropylbenzimidazole (52) > 
[Physical Characteristics of the Compound (52)] 

] H-NMR (CDCh, 5) : 1.04 - 1.24 (2H, m), 1.24 - 1.39 (2H, m), 1.83 - 2.01 (1H, m), 5.58 
(2H,s), 6.54(lH,d,J = 9Hz), 7.16 (1H, td, J = 9, 2 Hz), 7.22 - 7.38 (1H, m), 7.43 - 7.56 " 
(3H, m), 7.74 (1H, dd, J = 9, 2 Hz). 
Mass (FAB): 308 (M+l) 



IR(Nujol):2210cm' 1 



< Example 6-7; l-(2-Ch]orobenzy])-2-cyclobutyl-6-ethoxycarbonylbenzimida2oIe (53) > 
[Physical Characteristics of the Compound (53)] 

■H-NMR (CDC1 3 , 8) : 1.3S (3H, t, J = 7.5 Hz), 1.90 - 2.21 (2H, m), 2.21 - 2.24 (2H, m), 
2.46- 2.70 (2H,m), 3.52 - 3.73 (1H, m), 4.37 (2H, q, J = 7.5 Hz), 5.39 (2H, s), 6.34 (1H, 
dd, J = 9, 2 Hz), 7.06 (1H, td, J = 9, 2 Hz), 7.23 (1H, td, J = 9, 2 Hz), 7.46 (1H, dd, J = 9, 2 
Hz), 7.S3(lH,d,J = 9Hz), 7.92 (1H, d, J = 2 Hz) 8.01 (1H, dd, J = 9, 2 Hz). 
mp = lll -113°C 

< Example 6-8; l-(2-Chlorobenzyl)-6-ethoxycarbonyl-2-n-pentyIbenzimidazole (54) > 
[Physical Characteristics of the Compound (54)] 

1 H-NMR (CDC1 3> 5) : 0.87 (3H, t, J = 7.5 Hz), 1.22 - 1.47 (7H, m), 1.74 - 1.93 (2H, m), 
2.80 (2H, t, J = 7.5 Hz), 4.37 (2H, q, J = 7.5 Hz), 5.47 (2H, s), 6.39 (1H, dd, J = 9, 2 Hz), 
7.08 (1H, td, J = 9, 2 Hz), 7.19 - 7.33 (1H, m), 7.48 (1H, dd, J = 9, 2 Hz), 7.79 (1H, d, J = 9 
Hz), 7.94 (1H, d, J - 2 Hz) 8.00 (1H, dd, J = 9, 2 Hz). 

< Example 7; 5-Carboxyl-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (55) > 

Ethanol (20 ml) and 10% sodium hydroxide aqueous solution (10.4 g) were added to 
l-(2-chlorobenzyI)-5-ethoxycarbonyl-2-n-propylbenzimidazole (2.8 g). The solution was then 
refluxed by heating for four hours. After cooling the reaction solution, the acidity of the 
solution was adjusted to pH 6 with 10% hydrochloric acid. Crystals were collected, washed 
with water, dried through by evaporation under reduced pressure, and colorless solids of 5- 
carboxyl-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (55) (2.46 g) were obtained. 
[Physical Characteristics of the Compound (55)] 

'H-NMR (DMSO-d6, 5) : 0.93 (3H, t, J = 7.5 Hz), 1.75 (2H, m), 2.79 (2H, t, J = 7.5 Hz), 
5.61 (2H, s), 6.49 (1H, d, J - 7.5 Hz), 7.21 (1H, t, J = 7.5 Hz), 7.33 (1H, t, J = 7.5 Hz), 7.46 
(1H, d, J = 7.5 Hz), 7.56 (1H, d, J = 7.5 Hz), 7.80 (1H, d, J = 7.5 Hz) 8.20 (1H, s). 

< Example 8 > 

The following compounds were synthesized by using the same method as described 
in Example 7. 

< Example 8-1; 6-Carboxy-l-(3-methylbenzyl)-2-n-propylben2imidazole (56) > 
[Physical Characteristics of the Compound (56)] 

Colorless solid. 

] H-NMR(DMSO-d6,5): 0.97 (3H, t, J = 7.5Hz), 1.78 (2H,m), 2.23 (3H, s), 3.86(2H,q,J 
= 7.5Hz), 5.53 (2H.s), 6.80 (1H, d, J = 7.5Hz), 6.91 (1H, s), 7.07 (1H, d, J = 7.5Hz), 7.21 ~ 
(lH,t,J = 7.5Hz), 7.65 (1H, d, J -7.5Hz), 7.79 (1H, d, J = 7.5Hz), 8.04 (lH,s). 



< Example S-2; 2-n-Butyl-7-carboxy-l-(2-chlorobenzvI)benzimidazole (57) > 
[Physical Characteristics of the Compound (57)] 

'H-NMR (DMSO-d6, 5): 0.S4 (3H, t, J = 7.5Hz), 1.34 (2H,m), 1.71 (2H ) m), 2. SO (2H, t, J 
= 7.5Hz), 5.S9(2H.s) ( 6.03 (1H, d, J = 7.5Hz), 7.13 (1H, t, J = 7.5Hz), 7.27 (2H, t, J = 
7.5Hz), 7.4S(lH,d, J = 7.5Hz), 7.63 (1H, d, J = 7.5Hz), 7.87 (1H, d, J = 7.5Hz). 

< Example S-3; 6-Carboxy-2-cyclopropyl-l-(2-fluorobenzyl)benzimidazole (58) > 
[Physical Characteristics of the Compound (58)] 

'H-NMRCDMSO-dS.S): 1.04 - 1.19 (4H, m), 2.37 (lH,m), 5.79 (2H, s), 7.00(lH,t,J = 
7.5Hz), 7.15 (lH.t, J = 7.5Hz), 7.27 (1H, t, J = 10.5Hz), 7.37 (lH,m), 7.60 (1H, d, J = 
7.5Hz), 7.82 (1H, d, J = 7.5Hz), 8.1 1 (1H, s). 
mp: 224-229°C. 

< Example 8-4; 2-n-Butyl-6-carboxy-l-(2-fluorobenzyl)benzimidazole (59) > 
[Physical Characteristics of the Compound (59)] 

'H-NMRODMSO-de.S): 0.87 (3H, t, J = 7.5Hz), 1.26 - 1.48 (2H, m), 1.60- 1.80 (2H, m), 
2.90 (2H, t, J = 7.5Hz), 5.63 (2H. s), 6.89 (1H, td, J = 9, 2Hz), 7.13 (1H, td, J = 9, 2Hz), 
7.20 - 7.44 (2H, m), 7.64 (1H, d, J = 9Hz), 7.80 (1H, dd, J = 9, 2Hz), 8.08 (1H, d, J = 2Hz). 
mp: 216-219°C. 

< Example 9; Synthesis of l-(2-Chlorobenzyl)-6-chlorocarbonyl-2-cyclopropylbenzimidazole 
Hydrochloride (60) > 

A suspension was prepared by adding 6-carboxy-l-(2-chlorobenzyl)-2- 
cyclopropylbenzimidazole (390mg) to methylene chloride (10ml) which included N,N- 
dimethylformamide (one drop). Oxalyl chloride (0.208ml) was dripped into the suspension 
over a period of a few minutes at room temperature. After stirring for two hours at the same 
temperature, the mixed material was concentrated under reduced pressure. Isopropyl ether 
was added to the residuum, which was then turned into powder. Thus, white powder of l-(2- 
chlorobenzyl)-6-chlorocarbonyl-2-cyclopropylbenzimidazole hydrochloride (60) (450mg) 
was obtained. Because this material is unstable, it was used as a source material for the next 
process without purification. 

< Example 10; Synthesis of l-(2-Chlorobenzyl)-6-(4- 
dimemylammophenymiethylcarbamoyl)-2-n-propylben2imidazole (61) > 

6-Carboxy-l-(2-chlorobenzyl)-2-n-propylbenzimida2ole (400mg) was dissolved in 
methylene chloride (3ml) to which one drop of N,N-dimethylformamide had been added. 
Oxalyl chloride (0.208ml) was added to this solution at 5°C. After the obtained solution was 
stirred for one hour at room temperature, the solution was concentrated under reduced 
pressure. The residuum was dissolved in methylene chloride (3ml), which was then added at 
room temperature to a mixture solution prepared by adding 4-dimethylaminobenzylamine 



hydrochloride (271 nig) and triethylamine (I ml) to methylene chloride (10ml). The obtained 
reaction mixture was stirred for one hour at the same temperature, washed with water, dried, 
and then concentrated under reduced pressure. The residuum was developed and purified 
using thin film chromatography, and l-(2-chlorobenzy!)-6-(4- 
dimethyIaminophenylmethylcarbamoyl)-2-n-propylbenzimidazole (61) (215mg) was 
obtained. 

[Physical Characteristics of the Compound (61)] 
Colorless crystal. 

■H-NMR (CDC1 3 , 5): 1.01 (3H,t,J = 7Hz), 1.88 (2H, sextet, J = 7Hz), 2.76(2H,t,J = 
7Hz), 2.95 (6H,s), 4.50 (2H, d, J - 5Hz), 5.45 (2H, s), 6.32 (1H, d, J = 5Hz), 6.36 (lH,d, 
J = 7Hz), 6.72(2H,d,J = 10Hz), 7.07 (1H, dt, J = 1, SHz), 7.20 - 7.25 (3H, m), 7.46 (1H, 
dd,J=l,SHz), 7.58 (lH,dd, J = 1,8Hz), 7.76 (1H, d, J = 8Hz), 7.82 (1H, d, J = 1Hz). 
mp: 155 - 156°C. 

< Example 11; Synthesis of l-(2-Chlorobenzyl)-6-morpholinocarbamoyl-2-n- 
propylbenzimidazole (62) > 

By using the same method of Example 10, l-(2-chlorobenzyl)-6- 
morpholinocarbamoyl-2-n-propylbenzimidazole (62) (205mg) was obtained from 6-carboxy- 
l-(2-chlorobenzyl)-2-n-propylbenzimidazole (200mg) and 4-aminomorpholine (124mg). 
[Physical Characteristics of the Compound (62)] 
Colorless crystal. 

'H-NMR (CDCI3, 6): 1.03(3H,t,J = 8Hz), 1.88 (2H, sextet, J = 8Hz), 2.62 (4H, bs), 2.72 
(2H, t, J = 8Hz), 3.85 (4H, bs), 5.42 (2H, s), 6.42 (1H, dd, J - 1, 8Hz), 7.08 (1H, dt, J = 1, 
8Hz), 7.20 - 7.28 (3H, m), 7.47 (1H, dd, J = 1 , 8Hz), 7.78 (1H, dd, J = 1, 8Hz). 
mp: 195 - 197°C. 

< Example 12; Synthesis of l-(2-Chlorobenzyl)-2-n-propyl-6- 
thiomorpholinocarbonylbenzimidazole (63) > 

By using the same method of Example 10, l-(2-chlorobenzyl)-2-n-propyl-6- 
thiomorpholinocarbonylbenzimidazole (63) (160mg) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-n-propylbenzimidazole (200mg) and thiomorpholine (125mg). 
[Physical Characteristics of the Compound (63)] 
Colorless crystal. 

5 H-NMR (CDCI3, 5): 1.03 (3H, t, J = 8Hz), 1.88 (2H, sextet, J = 8Hz), 2.78 (2H, t, J =8Hz), 
2.96 (4H, bt, J = 5Hz), 3.88 (4H, bt, J = 5Hz), 5.46 (2H, s), 6.34 (1H, dd, J = 1, 8Hz), 7.08 
(lH,dt,J=l,8Hz), 7.26(2H,dt, J=l,8Hz), 7.47 (1H, dd, J= 1, 8Hz), 7.58 (1H, bd, J = 1, 
8Hz), 7.76 (lH,s), 7.78 (1H, d, J = 8Hz). 
mp: 160- 162°C. 

< Example 13; Synthesis of 2-n-Butyl-l-(2-chlorobenzyl)-6-[(2-pyridylmethyl)carbamoyl] 



benzimidazole (64) > 

By using the same method of Example 10, 2-n-butyl-l-(2-chlorobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (64) (230mg) was obtained from 6-carboxy-2-n- 
butyl-l-(2-chlorobenzyl)benzimidazole (200mg) and 2-aminomethylpyfidine (126mg). 
[Physical Characteristics of the Compound (64)] 
Colorless crystal. 

'H-NMR (CDCh, 5): 0.92 (3H, t, J = SHz), 1.42 (2H, sextet, J = SHz), 1.S2 (2H, quintet, J 
= SHz), 2. 82 (2H, t, J = SHz), 4.76 (1H, d, J = 5Hz), 5.46 (2H, s), 6.38 (1H, dd, J = 1 , 
SHz), 7.08(lH,dt, J= l,SHz), 7.18 - 7.26 (2H, s), 7.32 (1H, d, J = SHz), 7.46 (1H, dd, J - 
l,SHz), 7.62(lH,dt,J=l,SHz), 7.72 (1H, dt, J = 1, SHz), 7.S2 (1H, d, J = SHz), 7.88 
(1H, d, J = 1Hz), 8.56 (1H, dd, J = 1, SHz). 
mp: 175 - 176°C. 

< Example 14; Synthesis of 2-n-Butyl-5 -carbamoyl- l-(2-chlorobenzyl)benzimidazole (65) > 

By using the same method of Example 10, 2-n-butyl-5 -carbamoyl- 1 -(2- 
chlorobenzyl)benzimidazole (65) (170mg) was obtained from 2-n-butyl-l-(2-chlorobenzyI)- 
5-carboxybenzimidazole (lOOmg). 
[Physical Characteristics of the Compound (65)] 
Colorless crystal. 

] H-NMR (DMSO-d6, 5): 0.84 (3H, t, J = SHz), 1.35 (2H, sextet, J = SHz), 1.68 (2H, 
quintet, J = 8Hz), 2.78 (2H, t, J = SHz), 5.58 (2H, s), 6.50 (1H, dd, J = 1, SHz), 7.25 (1H, 
dt,J=l,8Hz), 7.28(lH,bs), 7.35 (1H, dt, J= 1, 8Hz), 7.42 (1H, d, J = 10Hz), 7.56 (1H, 
dd, J = 1, 8Hz), 7.74 (1H, dd, J = 1, 10Hz), 7.96 (1H, bs), 8.20 (1H, d, J = 1Hz). 
mp: 195-19S°C. 

< Example 15; Synthesis of l-(2-Chlorobenzyl)-2-cyclopropyl-6- 
morpholinocarbonylbenzimidazole (66) > 

l-(2-Chlorobenzyl)-6-chlorocarbonyl-2-cyclopropylben2iniidazole hydrochloride 
(140mg) was added at room temperature to a solution which had been prepared by adding 
morpholine (298mg, a 30% methanol solution) to methylene chloride (10ml). After the 
reaction mixture was stirred for one hour at the same temperature, it was washed with water, 
dried and concentrated under reduced pressure. The residuum was recrystallized using ether 
and thus, l-(2-chlorobenzyl)-2-cyclopropyl-6-morpholinocarbonylbenzimidazole (66) 
(20mg) was obtained. 

[Physical Characteristics of the Compound (66)] 
Colorless crystal. 

1 H-NMR (CDCI3, 5): 1.04- 1.12 (2H, m), 1.25 - 1.32 (2H, m), 1.82 - 1.96 (1H, m), 3.68 
(8H,bs), 5.56 (2H,s), 6.55 (1H, dd, J = 1, 8Hz), 7.13 (1H, dt, J = 1, SHz), 7.22 - 7.29 (2H- 
m), 7.30 (1H, d,J=lHz), 7.46 (1H, dd, J = 1, SHz), 7.77 (1H, d, J = 8H2). 
mp: 193 - 195°C. 



< Example 16; Synthesis of l-(2-Chlorobenzyl)-2-cyclopropyl-6-[(2-pyridylmethy1) 
carbamoyl]benzimidazole (67) > 

By using the same method of Example 10, l-(2-chlorobenzyl)-2-cyclopropyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (67) (95mg) was obtained from l-(2-chlorobenzyl)- 
6-chIorobarbonyl-2-cyclopropylbenzimidazole hydrochloride (150mg) and 2- 
aminomethylpyridine (S5mg). 
[Physical Characteristics of the Compound (67)] 
Colorless crystal. 

'H-NMR (CDCI3, 5): 1.02- 1.13 (2H,m), 1.24 - 1.32 (2H, m), 1.82 - 1.95 (1H, m), 4.76 
(2H, d, J = SHz), 5.59 (2H,s), 7.11 (1H, dt, J= 1, SHz), 7.20 - 7.26 (2H, m), 7.34(lH,d ( J 
= SHz), 7.46 (1H, dd, J = 1,8Hz), 7.60 (1H, t, J - SHz), 7.66 (1H, dd, J = 1, 8Hz), 7.73 
(lH,s), 7.88 (lH.s). 
mp: 134- 135°C. 

< Example 17 > 

The following compounds were synthesized by using the same method as described in 
Example 15. 

< Example 17-1; l-(2-Chlorobenzyl)-2-cyclopropyl-6-(2-pyridylcarbamoyl)benzimidazole 
(68) > 

[Physical Characteristics of the Compound (68)] 

1 H-NMR (CDCI3, 5): 1.16 (2H,m), 1.32 (2H,m), 1.92 (1H, m), 5.61 (2H,s), 6.57 (1H, d, 
J -7.5 and 1. SHz), 7.15 (1H, dt, J = 7.5 and 1.5Hz), 7.22 - 7.31 (2H, m), 7.48 (1H, dd, J = 
7.5 and 1.5Hz), 7.77 (1H, d, J = 9Hz), 8.05 (2H, m). 
mp: 206 - 209°C. 

< Example 17-2; 6-(2-Carboxy-l-pyrrolidinocarbonyl)-l-(2-chlorobenzyl)-2-n- 
propylbenzimidazole (69) > 

[Physical Characteristics of the Compound (69)] 

1 H-NMR (DMSO-d6, 5): 0.92 (3H, t, J = 7.5Hz), 1.65 - 1.99 (5H, m), 2.25 (lH,m), 2.77 
(2H,t,J = 7.5Hz), 3.50 (2H,m), 4.40 (1H, m), 5.52 (2H, s), 6.53 (1H, d, J = 7.5Hz), 7.21 
-7.71 (6H,m). 
mp: 96°C. 

< Example 17-3; 1 -(2-Chlorobenzyl)-2-cyclobutyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (70) > 

[Physical Characteristics of the Compound (70)] - 
1 H-NMR (CDCI3, 6): 1.90 - 2.21 (2H, m), 2.25 - 2.37 (2H, m), 2.40 - 2.65 (2H, m), 3.64 
(lH,m), 4.76 (2H, d, J = SHz), 5.39 (2H, s), 6.33 (1H, d, J = 7.5Hz), 7.05 (lH,t,J = 



7.5Hz), 7.16- 7.26 (2H,m), 7.33 (1H, d, J = 7.5Hz). 7.46 (1H, d, J = 7.5Hz), 7.69-7.76 
(3H,m), 7.73 (lH,d, J = 7.5Hz), 7.86 (lH.s), 8.55 (1H, d, J = 5Hz). 
mp: 1S3- 1S5°C. 

< Example 17-4; (l-(2-Chlorobenzyl)-2-n-propyl-5-[(2-pyridylmethyl)carbarnoyl] 
benzimidazole (71) > 

[Physical Characteristics of the Compound (71)] 

'H-NMRtCDCb.S): 1.03 (3H, t, J = 7.5Hz), 1.90 (2H,m), 2.80 (2H, t, J = 7.5Hz), 4.80 
(2H, d, J = 5Hz), 5.44 (2H,s), 6.40 (1H, d, J = 7.5Hz), 7.09 (1H, t, J = 7.5Hz), 7.21-7.27 
(3H,m), 7.34 (lH,d, J = 7.5Hz), 7.47 (1H, d, J = 7.5Hz), 7.64 - 7.72 (2H, m), 7.83 (1H, 
dd, J = 7.5 and 2Hz), 8.30 (1H, d, J = 2Hz), 8.56 (1H, d, J - 5Hz). 
mp: 115-116°C, 

< Example 17-5; l-(2-Chlorobenzyl)-6-[N-methyl-N-(2-pyridylmethyl)carbamoyl]-2-n- 
propylbenzimidazole (72) > 

[Physical Characteristics of the Compound (72)] 

! H-NMR (DMSO-d6, 8): 1.03 (3H, t, J - 7.5Hz), 1.87 (2H,m), 2.79 (2H, t, J = 7.5Hz), 
3.05(3H,brs), 4.60 (1H, brs), 4.87 (1H, brs), 5.40 (2H, d, J - unknown), 6.38(lH,d,J- 
unknown), 7.05 (1H, brs), 7.20 (3H, m), 7.35 - 7.49 (3H, m), 7.60 - 7.81 (2H, m), 8.54 
(1H, brs). 
mp: 99°C. 

< Example 17-6; l-(2-Chlorobenzyl)-6-piperonylcarbamoyl-2-n-propylbenzimidazole (73) > 
[Physical Characteristics of the Compound (73)] 

J H-NMR (CDC1 3 , 5): 1.01 (3H, t, J = 7.5Hz), 1.88 (2H, m), 2.78 (2H, t, J = 7.5Hz), 4.54 
(2H, d, J = 5Hz), 5.45 (2H,s), 5.95 (2H, s), 6.36 (1H, d, J = 7.5Hz), 6.44 (2H, t, J = 5Hz), 
6.75 - 6.85 (3H, m), 7.08 (1H, t, J = 7.5Hz), 7.23 (1H, t, J = 7.5Hz), 7.45 (1H, d, J = 
7.5Hz), 7.67 (1H, dd, J - 7.5, 2Hz), 7.78 (2H, d, J = 7.5Hz), 7.83 (1H, s). 
mp: 131 - 134°C. 

< Example 17-7; l-(2-Chlorobenzyl)-6-phenylcarbamoyl-2-n-propylbenzimidazole (74) > 
[Physical Characteristics of the Compound (74)] 

'H-NMR (CDCI3, 5): 1 .03 (3H, t, J = 7.5Hz), 1.90 (2H, m), 2.81 (2H, t, J = 7.5Hz), 5.47 
(2H,s), 6.40 (lH,d, J = 7.5Hz), 7.06 - 7.18 (2H, m), 7.26 (1H, t, J = 7.5Hz), 7.35 (2H, t, J 
= 7.5Hz), 7.48 (1H, d, J = 7.5Hz), 7.64 (2H, d, J = 7.5Hz), 7.72 (1H, dd, J = 7.5 and 2Hz), 
7.85 - 7.95 (3H, m). 
mp: 168°C. 



< Example 17-8; l-(2-Chlorobenzyl)-2-n-propyl-6-[(4-pyridylmethyl)carbamoyl] 
benzimidazole (75) > 



[Physical Characteristics of the Compound (75)] 

'H-NMR (DMSO-d6, 5): 0.93 (3H, t, J = 7.5Hz), 1 .76 (2H, m), 2.7S (2H, t, J = 7.5Hz), 
4.49 (2H, d, J = 5Hz) f 6.42 (1H, d, J - 7.5Hz), 7.22 (1H, t, J = 7.5Hz), 7.27 (2H, d, J = 
7.5Hz), 7.34 (lH,t, J = 7.5Hz), 7.57 (1H, d, J = 7.5Hz), 7.69 (1H, d, J = 7.5Hz), 7.80 (1H, 
d, J = 7.5Hz), 7.97 (1H, s), 8.48 (2H, t, J = 7.5Hz), 9.03 (1H, t, J = 5 Hz), 
mp: 170- 173°C. 

< Example 17-9; l-(2-Chlorobenzyl)-2-n-propyl-6-[(3-pyridylmethy])carbamoyI] 
benzimidazole (76) > 

[Physical Characteristics of the Compound (76)] 

1 H-NMR (DMSO-d6, 5): 0.95 (3H, t, J = 7.5Hz), 1 .76 (2H, m), 2.80 (2H, t, J = 7.5Hz), 
4.50(2H,d,J = 5Hz), 5.60 (2H, s), 6.42 (1H, d, J = 7.5Hz), 7.23 (1H, t, J = 7.5Hz), 7.30- 
7.58 (2H,m), 7.57 (1H, d, J = 7.5Hz), 7.67 - 7.74 (2H, m), 7.75 (1H, d, J - 7.5Hz), 7.97 
(lH,s), 8.46(lH,d,J = 5Hz), 8.56 (1H, s), 9.0 (1H, t, J = 5Hz). 
mp: 193 - 195°C. 

< Example 17-10; l-(2-Chlorobenzyl)-6-[N-methyl-N-(2-pyridyl)carbamoyl]-2-n- 
propylbenzimidazole (77) > 

[Physical Characteristics of the Compound (77)] 

1 H-NMR (DMSO-d6, 5): 0.90 (3H, t, J = 7.5Hz), 1.70 (2H, m), 2.73 (2H, t, J = 7.5Hz) 5 
3.40 (3H, s), 5.42 (2H, s), 6.23 (1H, d, J = 7.5Hz), 6.91 (1H, d, J = 7.5Hz), 6.98 (1H } m), 
7.15- 7.25 (3H,m), 7.36 (1H, t, J = 7.5Hz), 7.46 - 7.57 (3H, m), 8.23 (lH,m). 
mp: 143 - 146°C. 

< Example 17-11; l-(2-Chlorobenzyl)-6-(homopiperidinocarbonyl)-2-n- 
propylbenzimidazole (78) > 

[Physical Characteristics of the Compound (78)] 

] H-NMR(CDC1 3 ,S): 1.03 (3H, t, J = 7.5Hz), 1.46 - 1.94 (1 OH, m), 2.80 (2H, t, J = 7.5Hz), 
3.32(2H,brs), 3.64 (2H, t, J« 7.5Hz), 5.41 (2H, s), 6.42 (1H, d, J = 7.5Hz), 7.07 (1H,U 
= 7.5Hz), 7.19- 7.29 (3H, m), 7.45 (1H, t, J = 7.5Hz), 7.76 (1H, d, J = 7.5Hz). 
mp: 136- 137°C. 

< Example 17-12; l-(3-Methylbenzyl)-2-n-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (79) > 

[Physical Characteristics of the Compound (79)] 

1 H-NMR(CDC1 3 ,5): 1.02 (3H, t, J = 7.5Hz), 1.88 (2H.ni), 2.26 (3H, s), 2.81 (2H, 
t, J = 7.5Hz), 4.76 (2H, d, J = 5Hz), 5.36 (2H, s), 6.78 - 6.84 (2H, m), 7.07 (1H, d, J = 7.5 
Hz), 7.13 - 7.22 (2H, m), 7.33 (1H, d, J = 7.5 Hz), 7.57-7.72 (2H, m), 7.78 (1H, d, J = 7.5 - 
Hz), 7.94 (1H, s), 8.55 (1H, d, J = 5 Hz), 
mp: 129-131 °C. 



< Example 17-13; 2Mi-Butyl-l-(2-nuorobenzyl)-6-[NMiiethyl-N-(2-pyridylmelhyl)carbamoyl] 
benziniidazole (SO) > * 

[Physical Characteristics of the Compound (SO)] 

'H-NMR (CDCh, 5): 0.92 (3H, t, J = 7.5 Hz), 1.45 (2H, in), 1.S3 (2H, m), 2.S6 (2H, t, J = 7.5 
Hz), 3.06 (3H, brs), 4.61 (1H, brs), 4.S6 (1H, brs), 5.37 (2H, brd), 6.62 (1H, brd), 6.97 (1H, 
brs) f 7.07 - 7.S5 (SH, m), S.57 (1H, d, J=5 Hz), 
mp: 97- 100°C. 

< Example 17-14; l-(2-Chlorobenzyl)-2-ethyI-6-[(2-p>Tidylmethyl)carbarnoyl]benzimidazole 
(SI) > 

[Physical Characteristics of the Compound (81)] 

'H-NMR (CDC1 3 , 5): 1.43 (3H, t, J = 7.5 Hz), 2.84 (2H, q, J = 7.5 Hz), 4.76 (2H, d, J = 5 Hz), 
5.45 (2H, s), 6.37 (1H, d, J = 7.5 Hz), 7.07 (1H, t, J = 7.5 Hz), 7.19-7.28 (2H, m), 7.33 (1H, 
d, J = 7.5 Hz), 7.45 (1H, dd, J = 7.5 and 2 Hz), 7.62-7.75 (3H, m), 7.82 (1H, d, J = 7.5 Hz), 
7.S9 (1H, d, J = 2 Hz), 8.55 (1H, d, J = 5 Hz), 
mp: 167- 168 °C. 

< Example 17-15; 2-n-Butyl-l-(2-chlorobenzyl)-7-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (82) > 

[Physical Characteristics of the Compound (82)] 

] H-NMR (CDCI3, 6): 0.93 (3H, t, J = 7.5 Hz), 1.42 (2H, m), 1.83 (2H, m), 2.81 (2H, t, J = 
7.5 Hz), 4.44 (2H, d, J = 5 Hz), 5.70 (2H, s), 6.13 (1H, dd, J - 7.5 and 2 Hz), 6.85 - 6.97 (3H, 
m), 7.12 - 7.28 (4H, m), 7.34 (1H, d, J = 7.5 Hz), 7.62 (1H, dt, J = 7.5 and 2 Hz), 7.88 (1H, d, 
J = 7.5 Hz), 8.40 (1H, d, J = 5 Hz), 
mp: 112-114°C. 

< Example 17-16; 2-Cyclopropyl-l-(2-fluorobenzyl)-6-(piperonylcarbamoyl)benzimidazole 
(83) > 

[Physical Characteristics of the Compound (83)] 

J H-NMR (DMSO - d6 f 5): 1.05 (4H, m), 2.27 (1H, m), 4.38 (2H, d, J = 5 Hz), 5.71 (2H, s), 
5.98 (2H, s), 6.73-6.91 (4H, m), 7.14 (1H, t, J = 7.5 Hz), 7.27 (1H, t, J = 7.5 Hz), 7.36 (1H, 
m), 7.55 (1H, d, J = 7.5 Hz), 7.73 (1H, dd, J = 7.5 and 2 Hz), 8.04 (1H, s), 8.87 (1H, t, J = 5 
Hz). 

mp: 170- 173 °C. 

< Example 17-17; 2-[[l-(2-Chlorobenzyl)-2-ethylbenzimidazole-6-yl]carbonylaminomethyl]- 
pyridine 1 -Oxide (84) > — 
[Physical Characteristics of the Compound (84)] 

] H-NMR (CDCI3, 8): 1.42 (3H, t, J - 7.5 Hz), 2.82 (2H, q, J = 7.5 Hz), 4.81 (2H, d, J = 7.5 



Hz), 5.43 (2H, s), 6.31 (1H, d, J = 7.5 Hz), 7.06 (1H, t, J = 7.5 Hz), 7.20-7.31 (3H, m), 7.44 
(1H, d, J = 7.5 Hz), 7.52 (1H, dd, J = 7.5 and 2 Hz), 7.65 (1H, dd, J = 7.5 and 2 Hz), 7.77 - 
7.S3 (2H, m), 7.96 (1H, t, J = 7.5 Hz), S.23 (1H, dd, J = 7.5 and 2 Hz), 
mp: 204-207 °C. 

< Example 17-13; 2-n-ButyI-l-(2-fluorobenzyl)-6-(2-pyridyImethyIcarbamoyl)benzimidazole 
(85) > 

[Physical Characteristics of the Compound (85)] 

'H-NMR (CDCI 3 , 5): 0.92 (3H, t, J = 7.5 Hz), 1.38 - 1.49 (2H, m), 1.77 - l.SS (2H, m), 2.86 
(2H, t, J - 7.5 Hz), 4.78 (2H, d, J = 5 Hz), 5.46 (2H, s), 6.67 (1H, t, J = 9 Hz), 7.00 (1H, t, J = 
9 Hz), 7.13 (1H, t, J = 9 Hz), 7.19-7.31 (2H, m), 7.33 (IH, d, J = 9 Hz), 7.60 (1H, br peak), 
7.65 - 7.74 (2H, m), 7.79 (1H, d, J = 9 Hz), 7.97 (1H, d, J = 2 Hz), 8.58 (1H, d, J = 5 Hz), 
mp: 154-155 °C. 

< Example 18; Synthesis of 6-t-Butoxycarbonylamino-l-(2-chlorobenzyl)-2-n- 
propylbenzimidazole (86) > 

6-Carboxy-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (200mg) was suspended in 
t-butyl alcohol (5ml), then diphenylphosphorylazide (0.19ml) and diisopropylethylamine 
(0.21ml) were added at room temperature. The reaction mixture was refluxed for 4 hours. 
Then, the solution was separated into layers using ethyl acetate and water. After the organic 
layer was washed with water and dried, it was concentrated under reduced pressure. The 
residuum was developed and purified using column chromatography with ethyl 
acetate/hexane (1/10 - 1/3), re-crystallized in ethyl acetate/hexane and 6-t- 
butoxycarbonyIamino-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (86) (165mg) was 
obtained. 

[Physical Characteristics of the Compound (86)] 
Colorless crystal. 

'H-NMR (CDC1 3 , 5): 0.98 (3H, t, J = 8 Hz), 1.50 (9H, s), 1.86 (2H, sextet, J = 8 Hz), 2.72 
(2H, t, J - 8 Hz), 5.38 (2H 5 s), 6.40 (1H, dd, J = 1, 8 Hz), 6.95 (1H, dd, J = 1, 10 Hz), 7.08 
(1H, dt, J = 1, 8 Hz), 7.24 (1H, dt, J = 1, 8 Hz), 7.28 (1H, d, J = 1 Hz), 7.45 (1H, dd, J = 1, 8 
Hz), 7.66 (1H, d, J =10 Hz), 
mp: 166- 168 °C. 

< Example 19; Synthesis of l-(2-Chlorobenzyl)-6-cyano-2-n-propylbenzimidazole (87) > 

Dichloromethane solution (1 mole concentration) (0.14ml) of titanium tetrachloride 
and triethylamine (0.36ml) were added to a tetrahydrofuran solution (4ml) of 6-carbamoyl-l- 
(2-chlorobenzyl)-2-n-propylbenzimidazole (200mg) at 0 °C, and the solution was stirred for 
two hours at 20°C. The reaction mixture was separated into layers using ethyl acetate and - 
water. The organic layer was washed with water, dried and concentrated under reduced 
pressure. The residuum was developed and purified using column chromatography with 



ethyl acetate/hexane (1/10 ~ 1/3). The material was re-crystallized using ethyl acetate/hexane 
and l-(2-chlorobenzyI)-6-cyano-2-n-propylbenzimida2ole (87) (140mg) was obtained. 
[Physical Characteristics of the Compound (S7)] 
Colorless crystal 

*H-NMR (CDC1 3) 5): 1.05 (3H, t, J = S Hz), 1 .90 (2H, sextet, J = S Hz), 2.85 (2H, t, J = S 
Hz), 5.45 (2H, s), 6.42, (1H, dd, J = 1, S Hz), 7.15 (1H, dt, J = 1, 8 Hz), 7.2S (1H, dt, J = 1, S 
Hz), 7.4S (1H, s), 7.50 (1H, d, J = 10 Hz), 7.54 (1H, dd, J = 1, 8 Hz), 7.85 (1H, d, J = 10 Hz), 
mp: 124- 126 °C. 

< Example 20; Synthesis of l-(2-Chlorobenzyl)-6-mesylamino-2-n-propylbenzimidazole (88) 
> 

l-(2-Chlorobenzyl)-2-n-propy!benzimidazole (150mg) and triethylamine (61mg) 
were dissolved in methylene chloride (3ml). Methanesulfonyl chloride (70mg) was added to 
the mixture solution at room temperature, stirred for 1 hour, and then washed with diluted 
hydrochloric acid. After it was washed with water, it was dried and the solvent was removed 
through evaporation under reduced pressure. The solid residuum was filtered using ether, 
and l-(2-chlorobenzyl)-6-mesylamino-2-n-propylbenzimidazole (88) (124mg) was obtained. 
[Physical Characteristics of the Compound (88)] 

■H-NMR, (CDCI3-CD3OD, 5): 0.94 (3H, t, J = 7.5 Hz), 1.76 (2H, m), 2.71 (2H, t, J = 7.5 Hz), 
2.81 (3H, s), 5.36 (2H, s), 6.40 (1H, d, J = 7.5 Hz), 6.98 - 7.22 (4H, m), 7.40 (1H, d, J = 7.5 
Hz), 7.59 (1H, d, J = 7.5 Hz), 
mp: 191-193 °C. 

< Example 21 ; Synthesis of 6-Acetylamino-l-(2-chlorobenzyl)-2-n-propylbenzimidazole 
(89) > 

Acetic anhydride (62mg) was added to a methylene chloride (3ml) solution of 6- 
amino-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (150mg) and triethylamine (61mg) at 
room temperature, and the solution was stirred for one hour. After it was washed with water 
and dried, the solvent was removed through evaporation under reduced pressure. The 
residuum was crystallized with ether, and 6-acetylamino-l-(2-chlorobenzyl)-2-n- 
propylbenzimidazole (89) (143mg) was obtained. 
[Physical Characteristics of the Compound (89)] 

1 H-NMR (CDC1 3 , S): 1.00 (3H, t, J = 7.5 Hz), 1.86 (2H, m), 2.17 (3H, s), 2.73 (2H, t, J = 7.5 
Hz), 5.39 (2H, s), 6.43 (1H, d, J = 7.5 Hz), 6.98 - 7.11 (2H, m), 7.22 (1H, t, J = 7.5 Hz), 7.45 
(1H, d, J = 7.5 Hz), 7.59 (1H, brs), 7.68 (1H, d, J = 7.5 Hz), 7.84 (1H, d, J = 1.5 Hz), 
mp: 180- 182 °C. 

< Example 22; Synthesis of 6-Amino-l-(2-chlorobenzyl)-2-n-propylbenzimidazole (90) > _ 

6-t-Butoxycarbonylamino- 1 -(2-chlorobenzyl)-2-n-propylbenzimidazole (700mg) 
was dissolved in a mixture solvent of methylene chloride (10ml) and trifluoroacetic acid 



(lml), and the solution was stirred for five hours at room temperature. A small amount of 
methylene chloride was added into the reaction solution, and the solution was washed with 
sodium carbonate aqueous solution. After it was dried, the solvent was removed through 
evaporation. The residuum was crystallized using a mixture solvent of normal hexane and 
ether, and 6-amino-l-(2-chlorobenzyl)-2-n-propyIbenzimidazole (90) (455mg) was obtained. 
[Physical Characteristics of the Compound (90)] 

'H-NMR (CDCb, 5): 1.01 (3H, t, J = 7.5 Hz), 1.86 (2H, m), 2.73 (2H, t, J - 7.5 Hz), 5.30 
(2H, s), 6.41 (1H, d, J = 1.5 Hz), 6.48 (1H, d, J - 7.5 Hz), 6.66 (1H, dd, J = 7.5 and 1.5 Hz), 
7.10 (1H, t, J = 7.5 Hz), 7.25 (1H, t, J = 7.5 Hz), 7.46 (1H, d, J = 7.5 Hz), 7.57 (1H, d, J = 7.5 
Hz). 

mp: 121- 122 °C. 

< Example 23; Synthesis of l-(2-Chlorobenzyl)-2-n-propyl-6-ureidobenzimidazole (91) > 

By using the same method as described in Example 21, l-(2-chlorobenzyl)-2-n- 
propyI-6-ureidobenzimidazole (91) was produced. 
[Physical Characteristics of the Compound (91)] 

'H-NMR (DMSO-d6, 5): 0.93 (3H, t, J = 7.5 Hz), 1.72 (2H, m), 2.73 (2H } t, J = 7.5 Hz), 5.43 
(2H, s), 5.73 (2H, s), 6.42 (1H, dd, J = 7.5 and 1.5 Hz), 7.05 (1H, dd, J = 7.5 and 1.5 Hz), 
7.22 (1H, dt, J = 7.5 and 1.5 Hz), 7.33 (1H, dt, J = 7.5 and 1.5 Hz), 7.45 (1H, d, J = 7.5 Hz), 
7.50 (1H, s), 7.57 (1H, dd, J = 7.5 and 1.5 Hz), 8.50 (1H, s). 
mp: 198 °C. 

< Production Example 12; Production of 3-Acetylamino-4-nitro-ethylbenzoate > 

Acetyl chloride (9ml) was added to a mixture of 3-amino-4-nitro-ethylbenzoate 
(18.4g) and N,N-dimethylaniline (200ml) under ice-chilled conditions, and the solution was 
stirred for 2 hours at room temperature. It was stirred for another 2 hours at 50°C. The 
reaction solution was poured into the cold lN-hydrochloric acid, and then extraction was 
performed with ethyl acetate twice. After the organic layer was washed with 1N- 
hydrochloric acid, then with water, and dried, the solvent was removed through evaporation 
under reduced pressure. The residuum was purified using silica gel column chromatography 
(eluate: ethyl acetate/hexane = 1/10 ~ 1/4) and thus, 3-acetylamino-4-nitro-ethylbenzoate 
(19.6g) was obtained. 

[Physical Characteristics of the Compound] 

1 H-NMR (CDC1 3 , 5): 1.42 (3H, t, J = 7.1 Hz), 2.32 (3H, s), 4.43 (2H, q, J = 7.1 Hz), 7.82 
(1H, dd, J = 1.8 and 8.7 Hz), 8.25 (1H, d, J = 8.7 Hz), 9.35 (1H, d, J = 1.8 Hz), 10.19 (1H, s). 

< Production Example 13; Production of 4-Nitro-3-phenylacetylamino-ethylbenzoate > 
By using the method of Production Example 12, 4-nitro-3-phenylacetylamino- 
ethylbenzoate (3.30g) was obtained from 3-amino-4-nitro-ethylbenzoate (2.02g) and 
phenylacetyl chloride (1.87g). 



[Physical Characteristics of the Compound] 

'H-NMR (CDCh, 5): 1.41 (3H, t, J - 7.2 Hz), 3.85 (2H, s), 4.42 (2H, q, J = 7.2 Hz), 7.34 - 
7.49 (5H, m), 7.79 (1H, m), S.19 (1H, d, J = S.7 Hz), 9.39 (1H, d, J = i .6 Hz), 10.15 (1H, s). 

< Production Example 14; Production of 3-[N-(2-chlorobenzyl)acetylamino]-4-nitro- 
ethylbenzoate > 

60% sodium hydride (0.406g) was added to an N,N-dimethylformamide (12ml) 
solution of 3-acetylamino-4-nitro-ethylbenzoate (1 .706g) in an ice bath, and the solution was 
stirred for 40 minutes at room temperature. Then an N,N-dimethylformamide (10ml) 
solution of 2-chlorobenzyl bromide (l.S06g) was added and the solution was stirred for three 
hours at room temperature. The reaction mixture was poured into cold lN-hydrochloric acid, 
then extraction was performed using ethyl acetate twice. The organic layer was washed with 
lN-hydrochloric acid, and then with water. After the solution was dried, the solvent was 
removed through evaporation under reduced pressure. The residuum was purified using silica 
gel column chromatography (eluate: ethyl acetate/hex an e = 1/10 ~ 1/4), and oily 3-[N-(2- 
chlorobenzyl)acetylamino]-4-nitro-ethylbenzoate (2.08g) was obtained. 
[Physical Characteristics of the Compound] 

1 H-NMR (CDC1 3 , 5): 1.38 (3H, t, J = 7.1 Hz), 1.92 (3H, s), 4.28 - 4.45 (2H, m), 4.72 (1H, d, J 
= 14.5 Hz), 5.34 (1H, d, J = 14.5 Hz), 7.16-7.44 (4H, m), 7.69(1H, d, J = 1.7 Hz), 7.94 (1H, 
d, J = 8.4 Hz), 8.13 (1H, dd, J = 1 .7 and 8.4 Hz). 

< Production Example 15; Production of 4-Nitro-3-[N-[2-(trifluoromethyl)benzyl] 
acetyl amino] ethylbenzoate > 

By using the method of Production Examplel4, 4-nitro-3-[N-[2- 
(trifluoromethyl)benzyl]acetylamino]ethylbenzoate (1.82g) was obtained from 3- 
acetylamino-4-nitro-ethylbenzoate (1.49g) and 2-(trifluoromethyl)benzyl bromide (1.69g). 
[Physical Characteristics of the Compound] 

1 H-NMR (CDCI3, 6): 1.37 (3H, t, J = 7.1 Hz), 1.96 (3H, s), 4.29-4.42 (2H, m), 4.78 (1H, d, J 
= 15.4 Hz), 5.40 (1H, d, J = 15.4 Hz), 7.38 (1H, t, J = 7.6 Hz), 7.51 - 7.58 (2H, m), 7.61 (1H, 
d, J= 1.7 Hz), 7.67 (1H, d, J = 7.8 Hz), 7.92 (1H, d, J = 8.4 Hz), 8.13 (1H, dd, J = 1.7 and 8.4 
Hz). 

mp: 153.5- 158.0 °C. 

< Production Example 16: Production of 4-Nitro-3-[N-[4-(trifluoromethyl)benzyl] 
acetylamino]ethylbenzoate > 

By using the method of Production Example 14, 4-nitro-3-[N-[4- 
(trifluoromethyl)benzyl]acetylamino-ethylbenzoate (1.52g) was obtained from 3- 
acetylamino-4-nitro-ethylbenzoate (1 .50g) and 4-(trifluoromethyl)benzyl bromide (1 .71 g). — 
[Physical Characteristics of the Compound] 

'H-HMR (CDCI3, 5): 1.36 (3H, t, J = 7.1 Hz), 1.91 (3H, s), 4.32 - 4.43 (2H, m), 4.42 (1H, d, J 



= 14.6 Hz), 5.33 (IH, d, J = 14.6 Hz), 7.30 (2H, d, J = S.I Hz), 7.54 (2H, d, J = S.l Hz), 7.61 
(1H, d, J = l.S Hz), 7.96 (1H, d, J = 3.4 Hz), S.12 (1H, dd, J = 1.8 and S.4 Hz). 



< Production Example 17; Production of 3-[N-(2-Cyanobenzyl)acetylaniino]-4-nitro-behzbic ; • 
Acid 2-Cyanobenzyl Ester > 

At room temperature, an N,N-dimethylformamide (10ml) solution of 3-acetylamino- 
4-nitro-benzoic acid (1.50g) was dripped into a slurry of 60% sodium hydride (0.802g) and 
N,N-dimethylformamide (10ml), and the mixture was stirred for 30 minutes. Next, an N,N- 
dimethylformamide (10ml) solution of 2-cyanobenzyl bromide (3.93g) was dripped into the 
solution, and the solution was stirred for 30 minutes. In the reaction solution, ethyl acetate 
was poured, and precipitated crystals were separated through filtration. The obtained crystals 
were washed with ethyl acetate, then dissolved in chloroform. When the filtrate without solid 
materials was concentrated, 1.96g of yellow crystals of 3-[N-(2-cyanobenzyl)acetylamino]-4- 
nitro-benzoic acid 2-cyanobenzyl ester was obtained. 
[Physical Characteristics of the Compound] 

'H-NMR (CDCI3, 5): 1 .92 (3H, s), 4.92 (1H, d, J = 4.8 Hz), 5.24 (2H, d, J = 4.9 Hz), 5.44 
(2H, dd, J = 7.9 and 2.9 Hz), 7.36 (1H, t, J = 7.5 Hz), 7.47 (1H, d, J = 7.7 Hz), 7.52 (1H, t, J = 
7.7 Hz), 7.56 - 7.62 (2H, m), 7.63 - 7.71 (2H, m), 7.76 (1H, d, J = 7.8 Hz), 7.80 (1H, d, J = 
1.7 Hz), 7.99 (1H, d, J - 8.4 Hz), 8.25 (1H, dd, J = 8.4 and 1.8 Hz). 

< Production Example 18; Production of 4-Amino-3-(N-i-propylbutyrylamino)-ethylbenzoate 
> 

At room temperature, an N,N-dimethylformamide (10ml) solution of 3-buryrylamino-4-nitro- 
ethylbenzoate (2.00g) was dripped into a slurry of 60% sodium hydride (0.42Sg) and N,N- 
dimethylformamide (10ml), and the mixture was stirred for 30 minutes. Then, an N,N- 
dimethylformamide (10ml) solution of isopropyl iodide (1.46g) was dripped into the solution, 
and the solution was stirred for 5 days at 100 °C. The reaction solution was poured into a 
mixture solution of diluted hydrochloric acid (80g) and ethyl acetate (80g), then separated 
into layers. The obtained organic layer was washed with water (50g), and concentrated under 
reduced pressure. The residuum was purified using silica gel column chromatography 
(eluate: hexane/ethyl acetate = 4/1) and a preliminarily purified material (0.260g) of 4-nitro- 
3-(N-i-propylbutyrylamino)-ethylbenzoate was obtained. Subsequently, under room 
temperature, ethanol (3ml) and acetic acid (2ml) were added to the 3-(N-i- 
propylbutyrylamino)-4-nitro-ethylbenzoate (0.260g). Further, reduced iron (0.5 19g) was 
added to the solution, and the solution was refluxed by heating for four hours. Using filter 
aid, solids were removed, and the filtrate was concentrated. Ethyl acetate (30ml) and diluted 
hydrochloric acid (30ml) were added to the residuum, and the solution was separated into 
layers. Its organic layer was washed with water and concentrated under reduced pressure. - 
The residuum was purified using fractional thin film silica gel column chromatography 
(developing solvent: hexane/ethyl acetate = 1/1), and 0.06g of 4-amino-3-(N-i- 



propylbut)Tylamino)ethylbenzoate was obtained. 
[Physical Characteristics of the Compound] 

] H-NMR (CDC1 3) 5): 0.S2 (3H, t, J = 7.4 Hz), 1.01 (3H, d, J = 6.9 Hz), 1.24 (3H, d, J = 6.6 
Hz), 1.38 (3H, t, J = 7.0 Hz), 1.54- 1.62 (2H, m), 1.S7-2.04 (2H, m), 4.34 (2H, q, J = 7.0 
Hz), 4.45 (2H, s), 4.SS - 4.96 (1H, m), 6.78 (1H, d, J = 8.4 Hz), 7.64 (1H, d, J = 1.9 Hz), 7.S7 
(1H, dd, J = 8.4 and 1.9 Hz). 

< Production Example 19; Production of 3-Nitro-4-phenylacetylamino-ethylbenzoate > 

By using the method of Production Examplel2, 3-nitro-4-phenylacetylamino- 
ethylbenzoate (6.00g) was obtained from 4-amino-3-nitro-ethylbenzoate (4.04g) and 
phenylacetyl chloride (3.74g). 

< Production Example 20; Production of N-Benzenesulfonyl-3-amino-4-nitrobenzamide > 

N,N'-carbonyldiimidazole (28. 9g) was added to an N,N-dimethylformamide (300ml) 
solution of 3-acetylamino-4-nitro-benzoic acid (20.0g), and the solution was stirred for 1 hour 
at room temperature. Further, benzenesulfonamide (28.00g) and diazabicycloundecene 
(27.16g) were added to the solution and the solution was stirred for 4 days at 100°C. The 
solvent was removed through evaporation under reduced pressure. Chloroform and 10% 
sodium hydroxide aqueous solution were added to the residuum, and the mixture was stirred 
briskly. 10% hydrochloric acid was added to the aqueous layer and the aqueous layer was 
neutralized. Chloroform was added and the solution was stirred briskly. The precipitated 
crystals were separated through filtration, dried and thus, N-benzenesulfonyl-3-amino-4- 
nitrobenzamide (14.4g) was obtained. 
[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6 5 5): 6.93 (1H, dd, J = 1.8 and 9.0Hz), 7.43 (1H, d, J = 1.8Hz), 7.52 
(2H,brs), 7.65 (2H, t, J=7.5Hz), 7.74 (1H, t, J=7.5Hz), 7.98 - 7.82 (3H, m), 12.74 (1H, s). 

< Production Example 21; Production of N-Benzenesulfonyl-3-(biphenyl-4-ylmethylamino)- 
4-nitrobenzamide Potassium Salt > 

20% potassium hydrogencarbonate aqueous solution (56.5g) and 4- 
bromomethylbiphenyl (11. 5g) were added to a methanol (150ml) solution of N- 
benzenesulfonyl-3-amino-4-nitrobenzamide (lO.Og), and the solution was stirred for 3 hours 
at 70 °C. The solution was cooled, its precipitated crystals were separated through filtration 
and dried, and 4.27g of N-benzenesulfonyl-3-(biphenyl-4-ylmemylammo)-4-nifrobenzamide 
potassium salt was obtained. 
[Physical Characteristics of the Compound] 

] H-NMR (DMSO-d6, 5): 4.65 (2H, d, J = 5.8Hz), 7.19 (1H, d, J = 8.9Hz), 7.33 - 7.42 (4H, 
m), 7.57 - 7.71 (4H, m), 7.75 - 7.81 (2H, m), 8.02 (1H, d, J = 8.9Hz), 8.61 (1H, br t). 
IR(Nujol): 1598 cm* 1 



< Production Example 22; Production of N-Benzenesulfonyl-4-amino-3-(biphenyI-4- 
ylmethylamino)benzamide Potassium Salt > 

5% palladium / carbon (0.64g) was added to a mixture of N-benzenesulfonyI-3- 
(biphenyl-4-yImethylamino)-4-nitrobenzamide potassium salt (4.27g), 20% potassium 
hydrogencarbonate aqueous solution (10.7g), and methanol (200ml). The solution was then 
stirred for 14 hours at 35°C under a hydrogen environment. The precipitated crystals were 
dissolved when a mixture solution of acetone and water (acetone/water = 5/2, 400ml) was 
added and its solids were separated through filtration. The filtrate was concentrated, the 
precipitated crystals were separated through filtration and dried, and thus, N- 

benzenesuIfonyl-4-amino-3-(biphenyl-4-yImethyIamino)benzamide potassium salt (3.15g) 
was obtained. 

[Physical Characteristics of the Compound] 

] H-NMR (DMSO-d6, 6): 4.31 (2H, d, J = 5.7Hz), 4.85 (2H 5 s), 4.91 (1H, br t, J = 5.7Hz), 
6.45 (1H, d, J = 7.9Hz), 7.07 (1H, s), 7.13 (1H, d, J - 7.9Hz), 7.29 - 7.36 (4H, m), 7.43 - 7.47 
(4H, m), 7.60 (2H, d, J = 8.1Hz), 7.65 (2H, d, J = 7.6Hz), 7.73 - 7.76 (2H, m). 
IR(Nujol): 1574 cm* 1 

< Production Example 23; Production of N-(2-Pyridylmethyl)-4-acetylamino-3- 
nitrobenzamide > 

Oxylyl chloride (1.25g) was dripped into a methylene chloride (15ml) solution of 4- 
acetylamino-3-nitro-benzoic acid (l.OOg) and N,N-dimethylformamide (0.20g) under ice- 
chilled conditions. Furthermore, the solution was stirred for 1 hour at room temperature. The 
reaction solution was concentrated, diisopropyl ether was added, and crystals were formed. 
These crystals were added to a methylene chloride (15ml) solution of 2-aminomethylpyridine 
(0.4S3g) and triethylamine (0.35g). After the solution was stirred for 1 hour at room 
temperature, the organic layer was washed with water (100ml x twice), and with a sodium 
hydrogencarbonate aqueous solution (100ml). The organic layer was condensed and 0.99g of 
N-(2-pyridylmethyI)-4-acetylamino-3-nitrobenzamide was obtained. 
[Physical Characteristics of the Compound] 

] H-NMR (CDC1 3 , 5): 2.33 (3H, s), 4.76 (2H, d, J = 4.8Hz), 7.25 (1H, dd, J = 5.0 and 7.2Hz), 
7.34 (1H, d, J = 7.9Hz), 7.71 (1H, dt, J = 1.8 and 7.8Hz), 7.84 (1H, s), 8.14 (1H, dd, J = 2.1 
and 8.8Hz), 8.58 (1H, d, J = 4.9Hz), 8.77 (1H, d, J = 2.1Hz), 8.90 (1H, d, J = 8.0Hz), 10.47 
(1H, s). 

< Production Example 24; Production of N-(2-pyridylmethyl)-4-acetylamino-3- 
aminobenzamide > 

5% palladium / carbon (2.53g) was added to a methanol (150ml) solution of N-(2- 
pyridylmemyl)-4-acetylamino-3-nitrobenzamide (lO.Og), and the solution was stirred for 15 - 
hours at 60°C under a hydrogen environment. The solids were separated through filtration, 
the residuum, which was obtained by concentrating the filtrate, was purified using silica gel 



column chromatography (cluate: ethyl acetate/methanol = 7/3), and thus, S.02g of N-(2- 

p>Tidylmethyl)-4-acetylaniinb-3-aminobenzamide was obtained. 

[Physical Characteristics of the Compound] • 

'H-NMR (DMSO-d6, 5): 2.06 (3H, s), 4.52 (2H, d, J=5.9Hz), 5.09 (2H, s), 7.10'(1H, dd, J ~ T 

1.9 and S.2Hz), 7.22 - 7.30 (3H, m), 7.3S (1H, d, J = S.2Hz), 7.75 (1H, dt, J = 1.7 and 7.6Hz), 

8.50 (1H, d, J = 4.6Hz), S.S4 (1H, t, J - 5.8Hz), 9.19 (1H, s). 

< Production Example 25; Production of N-(2-Pyridylmethyl)-4-acetylamino-3-(4- 
benzyloxybenzylamino)benzamide > 

4-Benzyloxybenzyl chloride (1.31g) and sodium hydrogencarbonate (1.1 Sg) were 
added to an N,N-dimethylformamide (10ml) solution of N-(2-pyridylmethyI)-4-acetylamino- 

3- aminobenzamide (0.80g), and the solution was stirred for 2 hours at 90 °C. Chloroform 
and water were added into the reaction solution and extraction was performed using 
chloroform. The organic layer was washed with water, concentrated, and purified using silica 
gel column chromatography, and thus, 0.434g of N-(2-pyridylmethyl)-4-acetylamino-3-(4- 
benzyloxybenzylamino)ben2amide was obtained. 

[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 5): 2.07 (3H, s), 4.30 (2H, d, J - 5.6Hz), 4.51 (2H, d, J = 5.9Hz), 5.07 
(2H, s), 5.68 (1H, t, J = 5.6Hz), 6.97 (2H, d, J = 8.6Hz), 7.14 (2H, m), 7.25 (2H, dd, J = 3.4 
and 7.4Hz), 7.32 (4H, t, 7.5Hz), 7.38 (2H, t, J = 7.1Hz), 7.44 (2H, d, J = 7.2Hz), 7.72 (1H, dt, 
J = 1.8 and 7.7Hz), 8.49 (1H, dd, J = 1.9 and 5.3Hz), 8.89 (1H, t, J = 5.9Hz), 9.28 (1H, s). 

< Production Example 26; Production of N-(2-Pyridylmethyl)-4-acetylamino-3-(3,4- 
methylenedioxybenzylamino)benzamide > 

3,4-Methylenedioxybenzyl chloride (0.962g) and sodium hydrogencarbonate 
(0.710g) were added to an N,N-dimethylformamide solution (10ml) of N-(2-pyridylmethyl)- 

4- acetylamino-3-aminobenzamide (0.80g), and the solution was stirred for four hours at 
80°C. Chloroform and water were added into the reaction solution and extraction was 
performed using chloroform. The organic layer was washed with water, concentrated, and 
purified using silica gel column chromatography, (eluate: ethyl acetate/methanol = 9/1), and 
thus, 0.49g of N-(2-pyridylmethyl)-4-acetylamino-3-(3,4- 
memylenedioxybenzylammo)benzamide was obtained. 

[Physical Characteristics of the Compound] 

! H-NMR (DMSO-d6, 5): 2.08 (3H, s), 4.29 (2H, s), 4.52 (2H, d, J = 5.9Hz), 5.27 (1H, s), 
5.97 (2H, s), 6.84 - 6.88 (2H, m), 6.96 (1H, s), 7.10 (1H, d, J = L3Hz), 7.13 (1H, dd, J- 1.6 
and 8.2Hz), 7.25 - 7.32 (3H, m), 7.76 (1H, dt, J = 1.2 and 7.6Hz), 8.51 (1H, d, J = 4.8Hz), 
8.90 (1H, t, J = 5.8Hz), 9.28 (1H, s). 

< Production Example 27; Production of N-(2-Pyridylmethyl)-4-acetylamino-3-[4-( 1,2,3 - 
tm^diazole-4-yl)benzylamino]benzarnide > 



4-(4-Bromomethy]pheny!)-l,2 ? 3-thiadiazo]e (l.OSg) and sodium hydrogencarbonate 
(0.710g) were added to a methanol (10ml) solution of N-(2-pyridyImethyl)-4-acetylamino-3- 
aminobenzarriide (O.SOOg), and the solution was stirred for 1 hour at 70°C. The reaction 
solution was concentrated and purified using silica gel column chromatography (eluate: ethyl 
acetate/methanol = 9/1), and 0.330g of N-(Z-pyridylmethyl)-4-acetyIamino-3-[4-( 1,2,3- 
thiadiazo!e-4-yl)benzylamino]benzamide was obtained. 
[Physical Characteristics of the Compound] 

1 H-NMR (CDCb, 5): 2.11 (3H, s), 4.43 - 5.56 (2H, m), 5.92 (1H, t, J = 5.9Hz), 7.51 (1H, d, J 
= 1.4Hz), 7.15 (IH, dd, J= 1.6 and 8.1Hz), 7.22 (2H, dd, J = 1.9 and 8.1Hz), 7.33 (IH, d, J = 
8.1Hz), 7.57 (2H, d, J = 8.1Hz), 7.69 (1H, dt, J = 1.8 and 7.7Hz), 8.09 (2H, d, J = 8.2Hz), 
8.47(lH,dd,J=1.9and5.2Hz),8.S9(lH,t,J = 5.9Hz), 9.34 (lH,s), 9.58 (1H, s). 

< Production Example 28; Production of N-Benzenesulfonyl-4-acetylamino-3- 
nitrobenzamide > 

N^'-carbonyldiimidazole (14.45g) was added to an N s N-dimethylformamide 
(300ml) solution of 4-acetylamino-3-nitro-benzoic acid (lO.OOg), and the solution was stirred 
for 1 hour at room temperature. Then, benzenesulfoneamide (14.03g) and 
diazabicycloundecene (13.58g) were added into the solution, and the solution was stirred for 
72 hours at 100°C. After chloroform and water were added into the solution and the solution 
was separated into layers, the residuum, which was obtained by concentrating the organic 
layer, was purified using silica gel column chromatography (eluate: ethyl acetate / methanol = 
4 / 1), and thus, 12.67g of N-benzenesulfonyl-4-acetylamino-3-nitrobenzamide was obtained. 
[Physical Characteristics of the Compound] 

1 H-NMR (DMSO-d6, 6): 2.08 (3H, s), 7.39 - 7.47 (3H, m), 7.65 (1H, d, J = 8.5Hz), 7.84 
(2H, dd, J- 1.4 and 7.7Hz), 8.11 (1H, dd, J= 1.9 and 8.4Hz), 8.38 (1H, d, J= 1.9Hz), 10 34 
OH, s). 

< Production Example 29; Production of N-Benzenesulfonyl-4-acetylamino-3- 
aminobenzamide > 

N-benzenesulfonyl-4-acetylamino-3-nitrobenzamide (12.67g) was dissolved with 
methanol (200ml) and water (30ml), and potassium hydrogencarbonate (7.59g) was added. 
The solution was hydrogenated with a 5% palladium/carbon (2.53g) catalyst under a 
hydrogen environment for 24 hours at 40°C. The solids were separated through filtration, the 
residuum, which was obtained by concentrating the filtrate, was purified using silica gel 
column chromatography (eluate: ethyl acetate/methanol = 4/1), and 6.72g of N- 
benzenesulfonyl-4-acetylamiho-3-aminobenzamide was obtained. 
[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 8): 2.06 (3H, s), 7.07 (1H, dd, J = 1.8 and 8.3Hz), 7.17 (1H, d, J = - 
1.8Hz), 7.44 (1H, d, J = 8.3Hz), 7.61 (2H, t), 7.68 (1H, t), 7.96 (2H, d, J=7.5Hz), 9.19 (1H 
s). 



IR(NujoI): 16S2cnV 



< Production Example 30; Production of N-Benzenesulfonyl-4-acetylamino-3-(2- 
nitrobenzylamino)benzamide > 

By using the method of Production Example 32, N-benzenesulfonyl-4-acetylamino- 
3-(2-nitrobenzylamino)benzamide (0.79g) was obtained from N-benzenesulfonyl-4- 
acetyIamino-3-aminobenzamide (0.60g) and 2-nitrobenzyl bromide (0.52g). 
[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 5): 2.08 (3H, s), 4.72 (2H, d, J = 5.0Hz), 5.92 (1H, s), 6.86 (1H, s), 

7.13 (1H, d, J = 8.1Hz), 7.31 (1H, d, J = 8.0Hz), 7.49 - 7.58 (3H, m), 7.60 (2H, d, J = 7.6Hz), 
7.66(lH,t,J = 7.4Hz),7.S6(2H,d,J = 7.7Hz),8.11 (1H, d, J = 8.3Hz), 9.37 (1H, s). 

< Production Example 31; Production of N-Benzenesulfonyl-4-acetylamino-3- 
benzylaminobenzamide > 

By using the method of Production Example 32, N-benzenesulfonyl-4-acetylamino- 
3-benzylaminobenzamide (0.38g) were obtained from N-benzenesulfonyl-4-acetylamino-3- 
aminobenzamide (0.60g) and benzyl bromide (0.47g). 
[Physical Characteristics of the Compound] 

1 H-NMR (DMSO-d6, 5): 2.07 (3H, s), 4.35 (2H, d, J = 5.5Hz), 5.73 (1H, s), 7.06 (1H, s), 

7.14 (1H, d, J = S.3Hz), 7.21-7.28 (2H, m), 7.32 (2H, t, J = 7.3Hz), 7.37 (2H, d, J = 7.6Hz), 
7.53 (2H, t, J = 7.4Hz), 7.59 (1H, t, J = 7.0Hz), 7.88 (2H, d, J = 7.7Hz), 9.29 (1H, s), 12.34 
(1H, s). 

< Production Example 32; Production of N-Benzenesulfonyl-4-acetylamino-3-(2,4- 
difluorobenz}'lamino)benzamide > 

A methanol (7ml) solution of N-benzenesulfonyl-4-acetylamino-3-aminobenzamide (0.60g), 
2,4-difluorobenzyl bromide (0.65 6g), and potassium hydrogencarbonate (0.423g) was stirred 
for 1 hour at 60°C. The reaction solution was concentrated, its residuum was purified using 
silica gel column chromatography (eluate: ethyl acetate/methanol = 9/1), and thus, 0.370g of 
N-berizenesulfonyl-4-acetylamino-3-(2,4-difluorobenzylamino)benzamide was obtained. 
[Physical Characteristics of the Compound] 

1 H-NMR (DMSO-d6, 5): 2.05 (3H, s), 4.34 (2H, d, J = 5.5Hz), 5.60 (1H, s), 7.02 (1H, t, J = 
8.0Hz), 7.06 (1H, s), 7.16 - 7.27 (3H, m), 7.38 - 7.51 (4H, m), 7.82 (2H, d, J = 7.2Hz), 9.27 
(1H, s), 12.35 (1H, s). 

< Production Example 33; Production of N-Benzenesulfonyl-4-acetylamino-3-(4- 
nitrobenzylamino)benzamide > 

By using the method of Production Example 32, N-berizenesulfonyl-4-acetylarnirio- - 
3-(4-nitrobenzylamino)benzamide (0.52g) was obtained from N-benzenesulfonyl-4- 
acetylamino-3-aminobenzamide (0.50g) and 4-nitrobenzyl bromide (0.436g). 



[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 5): 2.09 (3H, s), 4.54 (2H, d, J = 5.0Hz), 6.10 (IH, s), 6.89 (1H, d, J = 
I-SHz), 7.14 (IH, dd, J = l.S and 8.2Hz), 7.39 (1H, d, J = 8.2Hz), 7.58, 7.65 (4H, m),' 7^68 
(IH, t, J = 7.6Hz), 7.92 (2H, dd, J = 1.4 and 7.4Hz), S.20 (2H, d, J = 8.7Hz), 9.36 (IH, s), 
12.28 (lH,s). 



< Production Example 34 ; Production of N-Benzenesulfonyl-4-acetylamino-3-[4-( 1,2,3- 
thiadiazole-4-yI)benzylamino]benzamide> 

By using the method of Production Example 32, N-benzenesulfonyl-4-acetyIamino- 
3-[4-(l,2,3-thiadiazole-4-y])benzyiamino]benzamide (0.38g) was obtained from N- 
benzenesulfonyl-4-acetylamino-3-aminobenzamide (0.5 Og) and 4-(4-bromomethylpheny])- 
1,2,3-thiadiazole (0.45g). 
[Physical Characteristics of the Compound] 

'H-NMRCDMSO-d^): 2.10 (3H, s), 4.46 (2H, d, J = 5.3Hz), 5.96 (IH, s), 7.03 (lH,s), 
7.14 (IH, dd, J= 1,7 and 8.2Hz), 7.40 (IH, d, J = 8.0Hz), 7.52 - 7.61 (4H, m), 7.65 (IH, t, J = 

7.1Hz), 7.93 (2H,d, J = 7.6Hz), 8.10 (2H,d, J -8.2Hz), 9.35 (IH, s), 9.58 (IH, s), 12.31 
(IH, s). 



< Production Example 35; Production of 3-Amino-2-nitro-ethylbenzoate > 

A mixture of 3-acetylamino-2-nitro-benzoic acid (20.2g), 97% sulfuric acid (ll,4g), 
and ethanol (300ml) was stirred for 23 hours as it was refluxed by heating. Under reduced 
pressure, 100ml of ethanol was removed through evaporation. After the solution was cooled 
down to room temperature, the reaction solution was poured into ice water (200ml) 
containing sodium hydrogencarbonate. Precipitated crystals were separated through filtration 
and washed with water. Furthermore, the crystals were dispersed in a 1 to 2 mixture solution 
(30ml) of ethyl acetate and hexane. The crystals were then separated through filtration, 
washed with hexane, and subsequently dried. 1 8.0g of 3-amino-2-nitro-ethylbenzoate was 
obtained. 

[Physical Characteristics of the Compound] 

'H-NMR (CDC1 3 , 6): 1.39 (3H, t, J = 7.1Hz), 4.37 (2H, q, J - 7.1Hz), 6.41 (2H, br s), 6.83 
(IH, d, J = 8.7Hz), 8.00 (IH, dd, J = 1.8 and 8.7Hz), 8.85 (IH, d, J = 1.8Hz). 

< Production Example 36; Production of 3-Acetylamino-2-nitro-ethylbenzoate > 

Acetyl chloride (13ml) was dripped into a solution of 3-amino-2-nitro-ethylbenzoate 
(2.98g) and N,N-dimethylaniline (20ml) in an ice bath. The solution was stirred for 48 hours 
at room temperature. The reaction solution made acidic by adding 10% hydrochloric acid, 
extraction was performed with ethyl acetate (twice), and the organic layer was washed with 
water (3 times). Under reduced pressure the solvent was removing and a residuum was 
obtained. Crystals were formed from the residuum by adding hexane. The crystals were 
separated through filtration, washed with hexane, dried, and thus, 3.30g of 3-acetylamino-2- 



nitro-ethylbenzoate was obtained. 
[Physical Characteristics of the Compound] 

'H-NMR (CDCb, 5): 1.42 (3H, t), 2.33 (3H, s), 4.42 (2H, q), S.27 (1H, dd ; J = 1.9 and 1 
8.9Hz), 8.89 (lH,d, J = 1.9Hz), 8.91 (lH,d, J = 8.9Hz), 10.54 (lH.br s). 

< Production Example 37; Production of 4-Acetylamino-3-amino-ethylbenzoate > 

Under a hydrogen environment, a mixture of 3-acetylamino-2-nitro-ethylbenzoate 
(149.4g), 5% palladium/carbon (14.9g) } and ethanol (1500ml) was stirred for 15 hours. 
Solids were separated through filtration, a residuum was obtained by concentrating the 
filtrate, the obtained residuum was dissolved with a small amount of ethanol, and diisopropyl 
ether was added. Precipitated crystals were separated through filtration, dried, and thus, 
1 14.4g of 4-acetylamino-3-amino-ethylbenzoate was obtained. 
[Physical Characteristics of the Compound] 

'H-NMR (DMSO-d6, 5): 1.27 (3H, t), 2.05 (3H, s), 4.23 (2H, q), 5.19 (2H, s), 7.13 (1H, d, 
J = S.2Hz),7.35(lH, s), 7.47 (1H, d, J = 8.2Hz), 9.19 (1H, s). 

< Example 24; Synthesis of l-(2-Chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole 
(92) > 

Ethanol (20ml), acetic acid (11ml), and reduced iron (3.07g) were added into 3-[N- 
(2-chlorobenzyl)acery-lamino]-4-nitro-ethylbenzoate (2.07g), and the solution was refluxed 
for four hours. Solid were separated through filtration, and washed with ethanol. After the 
filtrate was concentrated, a sodium hydrogencarbonate aqueous solution was added to the 
residuum, and extraction was performed with ethyl acetate. After it was dried, the solvent 
was removed through evaporation under reduced pressure. The residuum was purified using 
silica gel column chromatography (eluate: hexane/ethyl acetate = 100/0 ~ 70/30) and thus, 1- 
(2-chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole (92) (1.46g) was obtained. 
[Physical Characteristics of the Compound(92)] 

] H-NMR (CDCI3, 6): 1.39 (3H, t, J = 7.1Hz), 2.57 (3H, s), 4.37 (2H, q, J = 7.1Hz), 5.46 
(2H, s), 6.41 (1H, d, J = 7.8Hz), 7.10 (1H, t, J = 7.8Hz), 7.25 (1H, t), 7.47 (1H, d, J = 
8.0Hz), 7.75 (1H, d, J = 8.4Hz), 7.94 (1H, s), 8.00 (1H, dd, J = 1.5 and 8.4Hz). 

< Example 25; Synthesis of 6-Ethoxycarbonyl-l-methyl-2-n-propylbenzimidazole (93) > 

By using the method of Production Example 14, a preliminarily purified material of 

3- (N-memylbutyrylamino)-4-nitro-ethylbenzoate (1 .00g) was obtained from 3-butyrylamino- 

4- nitro-ethylbenzoate (l.OOg) and methyl iodide (0.843g). Subsequently, by using the 
method of Example24, 6-ethoxycarbonyl-l-methyl-2-n-propylbenzimidazole (93) (0.56g) 
was obtained. 

[Physical Characteristics of the Compound(93)] 

] H-NMR (CDCI3, 5): 1.08 (3H, t, J = 7.4Hz), 1.43 (3H S t, J = 7.0Hz), 1.89 - 1.97 (2H, m), 
2.89 (2H, t, J = 7.7Hz), 3.79 (3H, s), 4.38 - 4.44 (2H, m), 7.71(1H, d, J - 8.4Hz), 7.96 (1H, 



dd, J = S.4 and 1.5Hz f ), S.05 (1H, d, J= 1.4Hz). 

< Example 26; Synthesis of l-n-Buty]-6-ethoxycarbonyI-2-n-propylbenzimidazole (94) > 

Under room temperature, an N,N-dimethylformamide (10ml) solution of 3- 
but>Tylamino-4-nitro-ethy!benzoate (l.S6g) was dripped into a slurry of 60% sodium hydride 
(0.42Sg) and N,N-dimethylformamide (10ml), and the solution was stirred for 30 minutes at 
room temperature. Then, an N^N-di methyl form amide (10ml) solution of n-butyl iodide 
(1.97g) was dripped into the solution and the solution was heated for 13 hours at 50°C. The 
reaction solution was poured into a mixture solution of diluted hydrochloric acid (70g) and 
ethyl acetate (70g) and extraction was performed. The obtained organic layer was washed 
with water (twice), dried, concentrated under reduced pressure, and a preliminarily purified 
material (2.59g) of 3-(N-n-butylbutyrylamino)-4-nitro-ethylbenzoate was obtained. 
Subsequently, by using the method of Example 24, l-n-butyl-6-ethoxycarbonyI-2-n- 
propylbenzimidazole (94) (0.8 lg) was obtained. 
[Physical Characteristics of the Compound(94)] 

] H-NMR (CDCI 3 , 5): 0.98 (3H, t, J = 7.4Hz), 1.08 (3H, t, J = 7.4Hz), 1 .43 (3H, t, J = 7.1Hz), 
1.75 - 1.83 (2H, m), 1.91 - 1.98 (2H, m), 2.88 (2H, t, J = 7.6Hz), 4.15 (2H, t, J = 7.5Hz), 4.42 
(2H, q, J = 7.2Hz), 7.73 (1H, d, J - 8.4Hz), 7.96 (1H, dd, J = 8.5 and 1.5Hz), 8.06 (1H, d, J = 
1.4Hz). 

< Example27; Synthesis of l-(3-Chlorobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole 
(95) > 

By using the method of Production Example 14, a preliminarily purified material of 
3-P^-(3-chloroberizyl)butyrylamino]-4-nitro-ethylbenzoate was obtained from 3- 
buryrylamino-4-mfro-ethylbenzoate (1.86g) and 3-chlorobenzyl bromide (1.64g). Without 
purification, this material was changed to l-(3-chlorobenzyl)-6-ethoxycarbonyl-2-n- 
propylbenzimidazole (95) (0.57g) by using the method of Example 24. 
[Physical Characteristics of the Compound (95)] 

] H-NMR (CDCI3, 5): 1.02 (3H, t, J = 7.4Hz), 1.39 (3H, t, J = 7.1Hz), 1.85 - 1.92 (2H, m), 
2.80 (2H, t, J = 7.5Hz), 4.38 (2H, q, J = 7.1Hz), 5.37 (2H, s), 6.86 (1H, d, J = 7.4Hz),Vo4 
(1H, s), 7.21 - 7.29 (2H, m), 7.77 (1H, d, J = 8.4Hz), 7.96 (1H, d, J = 1.2Hz), 7.99 (1H, dd, J 
= 8.5 and L5Hz). 

< Example 28; Synthesis of l-Benzyl-6-ethoxycarbonyl-2-n-propylbenzimidazole (96) > 

By using the method of Production Example 14, 3-[N-benzylbutyrylamino]-4-nitro- 
ethylbenzoate was obtained from 3-butyrylamino-4-nitro-ethylbenzoate (1.86g) and benzyl 
bromide (1.36g). Without purification, this material was changed to l-benzyl-6- 
ethoxycarbonyl-2-n-propylbenzimidazole (96) (0.97g) by using the method of Example 24. - 
[Physical Characteristics of the Compound (96)] 

'H-NMR (CDCI3, 5): 1 .01 (3H, t, J = 7.4Hz), 1.39 (3H, t, J = 7.1Hz), 1.83 - 1.91 (2H, m), 



2.S1 (2H, t, J = 7.5Hz), 437 (2H, q, J = 7.1Hz), 5.40 (2H, s), 7.03 (1H, d, J = 6.4Hz), 7.2S - 
7.33 (3H, m), 7.76 (1H, d, J = S.4Hz), 7.9S (1H, dd, J = S.4 and 1.2Hz), S.00 (1H, s). 

< Example 29; Synthesis of l-(4-Chlorobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole 
(97) > 

By using the method of Production Example 14, 3-[N-(4- 
chlorobenzyl)but)Ty!amino]-4-nitro-ethylbenzoate was obtained from 3-butyrylamino-4- 
nitro-ethylbenzoate (1 .S6g) and 4-chlorobenzyl bromide (1.64g). Without purification, this 
material was changed to l-(4-chlorobenzyl)-6-ethoxycarbonyI-2-n-propylbenzimidazole (97) 
(1.06g) by using the method of Example 24. 
[Physical Characteristics of the Compound (97)] 

'H-NMR (CDC1 3 , 5): 1.02 (3H, t, J = 7.4Hz), 1.39 (3H, t, J = 7.1Hz), 1.83 - 1.92 (2H, m), 
2.80 (2H, t, J = 7.8Hz), 4.38 (2H, q, J = 7.5Hz), 5.36 (2H, s), 6.96 (2H, d, J = 8.2Hz), 7.29 
(2H, d, J = S.3Hz), 7.76 (1H, d, J = 8.4Hz), 7.96 (1H, d, J - 1.2Hz), 7.99 (1H, dd, J = 8.3 and 
1.2Hz). 

< Example 30; Synthesis of 6-Ethoxycarbonyl-2-methyI-l-[2-(trifluoromethyl)benzyl] 
benzimidazole (98) > 

By using the method of Example 24, 6-ethoxycarbonyl-2-methyl-l-[2- 
(trifluoromethyl)benzyl]benzimidazole (98) (1.32g) was obtained from 4-nitro-3-[N-[2- 
(trifluoromethyl)benzyl]acetylamino]ethylbenzoate (1 .82g). 
[Physical Characteristics of the Compound (98)] 

'H-NMR (CDC1 3 , 5): 1.38 (3H, t, J = 7.1Hz), 2.53 (3H, s), 4.37 (2H, q, J = 7.1Hz), 5.58 (2H, 
s), 6.47 (1H, d, J = 7.1Hz), 7.36 (1H, t, J = 7.5Hz), 7.41 (1H, t, J - 7.5Hz), 7.75 - 7.97 (2H, 
m), 7.94 (1H, d, J = 1.0Hz), 8.02 (1H, dd, J = 1.6 and 8.6Hz). 

< Example 31; Synthesis of 6-Ethoxycarbonyl-2-methyl-l-[4-(trifluoromethyl)benzyl] 
benzimidazole (99) > 

By using the method of Example 24, 6-ethoxycarbonyl-2-methyl-l-[4- 
(trifluoromethyl)benzyl]benzimidazole (99) (1.22g) was obtained from 4-nitro-3-[N-[4- 
(trifluoromethyl)benzyl]acetylamino]ethylbenzoate (1 .52g). 
[Physical Characteristics of the Compound (99)] 

1 H-NMR (CDCI3, 5): 1.39 (3H, t, J - 7.1Hz), 2.58 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.44 (2H, 
s), 7.15 (2H, d, J = 8.2Hz), 7.59 (2H, d, J = 8.2Hz), 7.75 (1H, d, J = 8.3Hz), 7.97 (1H, s), 8.00 
(1H, dd, J - 1.5 and8.5Hz). 

< Example 32; Synthesis of l-(3,4-Dichlorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (1 00) > 

By using the method of Production Example 14, 3-[N-(3,4- 
dicWorobenzyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4-nitro- 



eihylbenzoate (I.50g) and 3,4-dichlorobcnzyl bromide (1.74g). Without purification, this 
material was changed to l-(3,4-dichIorobenzyl)-6-ethoxycarbonyl-2-methylbcnzimida2ole 
(100) (0.76g) by using the method of Example 24. 
[Physical Characteristics of the Compound (100)] 

1 H-NMR (CDC1 3) 5): 1 .40 (3H, t, J = 7.1Hz), 2.58 (3H, s), 4.39 (2H, q, J = 7.2Hz), 5.33 (2H, 
s), 6.S4 (1H, dd, J = 8.4 and 2.3Hz), 7.16 (2H, d, J = 2.0Hz), 7.39 (1H, d, J = 8.3Hz), 7.74 
(1H, d, J = 8.4Hz), 7.96 (1H, d, J - 1.2Hz), 8.00 (1H, dd, J = 8.4 and 1.5Hz). 

< Example 33; Synthesis of l-(Biphenyl-4-ylmethyI)-6-ethoxycarbonyl-2- 
methylbenzimidazole (101) > 

By using the method of Production Example 14, a preliminarily purified material 
(1.44g) of 3-[N-(biphenyl-4-yImethyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 
3-acetylamino-4-nitro-ethylbenzoate (1.51g) and 4-chloromethylbiphenyl (1.46g). Then by 
using the method of Example 24, l-(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (101) (1.1 3g) was obtained. 
[Physical Characteristics of the Compound (101)] 

1 H-NMR (CDC1 3> 5): 1.39 (3H, t, J = 7.1Hz), 2.62 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.42 (2H, 
s), 7.11 (2H, d, J = 8.2Hz), 7.34 (1H, m), 7.42 (2H, m), 7.54 (4H, m), 7.74 (1H, d, J= 8.4Hz), 
7.99 (1H, dd, J - 1.5 and 8.4Hz), 8.06 (1H, d, J - 1.5Hz). 

< Example 34; Synthesis of 6-Ethoxycarbonyl-2-methyl-l-(2-methylbenzyl)benzimidazole 

(102) > 

By using the method of Production Example 14, 3-[N-(2- 
methylbenzyl)acetyIamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4-nitro- 
ethylbenzoate (1.50g) and 2-methylbenzyl bromide (1.65g). Without purification, this 
material was changed to 6-ethoxycarbonyl-2-methyl-l-(2-methylbenzyl)benzimidazole (102) 
(0.81g) by using the method of Example 24. 
[Physical Characteristics of the Compound (102)] 

1 H-NMR (CDCI3, 6): 1.38 (3H, t, J = 7.2Hz), 2.43 (3H, s), 2.54 (3H, s), 4.36 (2H, q, J = 
7.2Hz), 5.33 (2H, s), 6.35 (1H, d, J = 7.7Hz), 7.03 (1H, t, J = 8.2Hz), 7.18 - 7.25 (2H, m), 
7.75 (1H, d, J = 8.5Hz), 7.91 (1H, d, J = 1.2Hz), 7.98 (1H, dd, J = 8.5 and 1.5Hz). 

< Example 35; Synthesis of 6-Ethoxycarbonyl-l-(2-methoxybenzyl)-2-methylbenzimidazole 

(103) > 

By using the method of Production Example 14, a preliminarily purified material of 
3-|>?-(2-memoxybenzyl)acerylamino]-4-nitro-ethylberizoate was obtained from 3- 
acetylammo-4-nitro-ethylbenzoate (1.1 6g) and 2-methoxybenzyl chloride (1.44g). Then by 
using the method of Example 24, 6-ethoxycarbonyl- 1 -(2-methoxybenzyl)-2- - 
methylbenzimidazole (103) (1.18g) was obtained. 
[Physical Characteristics of the Compound (103)] 



'H-NMR (CDCh, 5): 1.39 (3H, t, J=7.2Hz), 2.60 (3H, s), 3.90 (3H, s), 4.37 (2H, q, 7.2Hz), 
5.36 (2H, s), 6.61 (1H, d, J = 7.4Hz), 6.82 (1H, t, J = 7.5Hz), 6.92 (1H, d, J = S.3Hz), 7.27 
(1H 5 m), 7.71 (IH, d, J = S.4Hz), 7.96 (1H, dd, J = 1.5 and 8.4Hz), 8.03 (1H, d, J = 1.3Hz); 



< Example 36; Synthesis of 6-Ethoxycarbonyl-l-(4-methoxybenzyl)-2-methylbenzimidazole 
(104) > 

By using the method of Production Example 14, a preliminarily purified material of 
3-[N-(4-methoxybenzyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3- 
acetylamino-4-nitro-ethylbenzoate (1 .60g) and 4-methoxybenzyl chloride (1 .49g). Then by 
using the method of Example 24, 6-ethoxycarbonyl-l-(4-methoxybenzyI)-2- 
methylbenzimidazole (104) (1.27g) was obtained. 
[Physical Characteristics of the Compound (104)] 

■H-NMR (CDCI 3 , 5): 1-40 (3H, t, J - 7.1H), 2.59 (3H, s), 3.77 (3H, s), 4.38 (2H, q, J = 
7.1Hz), 5.31 (2H, s), 6.84 (2H, m), 7.00 (2H, m), 7.71 (1H, d, J = 8.4Hz), 7.97 (1H, dd, J = 
1.4 and 8.4Hz), 8.03 (1H, d, J = 1.3Hz). 

< Example 37; Synthesis of i-[2-(benzenesulfonylmethyl)benzyl]-6-ethoxycarbonyl-2- 
methylbenzimidazole (105) > 

By using the method of Production Example 14, 3-[N-[2- 
(benzenesuIfonylmethyl)benzyl]acetylamino]-4-nitro-ethylbenzoate was obtained from 3- 
aceMamino-4-nitro-ethylbenzoate (l.OOg) and 2-(benzenesulfonylmethyl)benzyl bromide 
(1.93g). Without purification, this material was changed to l-[2- 

(benzenesulfonylmethyl)benzyl]-6-ethoxycarbonyl-2-methylbenzimidazole (105) (0.89g) by 

using the method of Example 24. 

[Physical Characteristics of the Compound (105)] 

'H-NMR (CDCh, 6): 1.37 (3H, t, J = 7.1Hz), 2.57 (3H, s), 4.36 (2H, q, J = 7.1Hz), 4.50 (2H, 
s), 5.60 (2H, s), 6.38 (1H, d, J = 6.7Hz), 6.88 (1H, dd, J= 1.5 and 7.3Hz), 7.10 - 7.18 (2H, 
m), 7.57 (2H, t, J = 7.6Hz), 7.69 - 7.78 (2H, m), 7.79 (1H, dd, J - 0.8 and 8.1Hz), 7.92 (1H, 
d, J = 1.2Hz), 7.99 (1H, dd, J = 1.5 and 8.4Hz). 

< Example 38; Synthesis of l-(2-Cyanobenzyl)-6-(2-cyanobenzyloxycarbonyl)-2- 
methylbenzimidazole (106) > 

By using the method of Example 24, 1 -(2-cyanobenzyl)-6-(2- 
cyanobenzyloxycarbonyl)-2-methylbenzimidazole (106) (1.75g) was obtained from 3-[N-(2- 
cyanobenzyl)acetylamino]-4-nitro-benzoic acid 2-cyanobenzyl ester (3.33g). 
[Physical Characteristics of the Compound (106)] 

] H-NMR (CDCI3, 6): 2.60 (3H, s), 5.55 (2H, s), 5.60 (2H, s), 6.68 (1H, d, J = 7.3Hz), 7.41 - 
7.48 (3H, m), 7.61 (2H, m), 7.72 (1H, d, J = 7.6Hz), 7.76(1H, d, J - 7.6Hz), 7.77 (1H, d, J = - 
8.6Hz), 8.02 (1H, s), 8.05 (1H, dd, J = 8.4 and 1.5Hz). 



< Example 39; Synthesis of l-(Biphenyl-2-ylmcthyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (107) > 

By using the method of Production Example 14, 3-[N-(biphenyl-2- 
ylmethyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4-nitro- 
ethylbenzoate (l.OOg) and 2-bromomethyIbiphenyl (1.47g). Without purification, this 
material was changed to l-(biphenyl-2-ylmethyl)-6-ethoxycarbonyI-2-methylbenzimidazoIe 
(107) (1.3 lg) by using the method of Example 24. 
[Physical Characteristics of the Compound (107)] 

1 H-NMR (CDCI 3 , 5): 1.41 (3H, t, J = 7.3Hz), 2.39 (3H, s), 4.38 (2H, q, J = 7.3Hz), 5.27 (2H, 
s), 6.68 (1H, d, J = 7.9Hz), 7.21 (1H, dt, J = 9.0 and 2.1Hz), 7.32 - 7.39 (4H, m), 7.43 (1H, 
dd, J = 7.3 and 1.9Hz), 7.46 - 7.51 (2H, m), 7.68 (1H, d, J = 8.4Hz), 7.87 (1H, d, J = 1.3Hz), 
7.95 (1H, dd, J - 8.4 and 1.6Hz), 

< Example 40; Synthesis of l-Benzyl-6-ethoxycarbonyl-2-methylbenzimidazole (108) > 

By using the method of Production Example 14, 3-(N-benzylacetylamino)-4-nitro- 
ethylbenzoate was obtained from 3-acetylamino-4-nitro-ethylbenzoate (l.OOg) and benzyl 
bromide (1.02g). Without purification, this material was changed to l-benzyl-6- 
ethoxycarbonyl-2-methylbenzimidazole (108) (0.7 lg) by using the method of Example 24. 
[Physical Characteristics of the Compound (108)] 

1 H-NMR (CDCI3, 5): 1.39 (3H, t, J = 7.1Hz), 2.58 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.38 (2H, 
s), 7.05 (2H, dd, J = 8.3 and 1.8Hz), 7.28 - 7.33 (3H, m), 7.72 (1H, d, J = 8.4Hz), 7.98 (1H, 
dd, J = 8.4 and 1.5Hz), 8.02 (1H, d, J = 1.2Hz). 

< Example 41; Synthesis of l-(4-t-ButylbenzyI)-6-ethoxycarbonyl-2-methylbenzimidazole 

(109) > 

By using the method of Production Example 14, 3-[N-(4-t- 
butylbenzyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4-nitro- 
ethylbenzoate (l.OOg) and 4-t-butylbenzyl bromide (L35g). Without purification of this 
material, a preliminarily purified material (1.60g) of l-(4-t-butylbenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (109) was obtained by using the method of Example 24. 

< Example 42;. Synthesis of 6-Ethoxycarbonyl-2-methyl-l-(2-naphthylmethyI)benzimidazole 

(110) > 

By using the method of Production Example 14, 3-[N-(2- 
naphthylmethyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4- 
nitro-ethylbenzoate (1 .00g) and 2-naphthylmethyl bromide (1 .32g). Without purification of 
this material, a preliminarily purified material (110) (1.28g) of 6-ethoxycarbonyl-2-methyl-l- 
(2-naphthylmethyl)benzimidazole was obtained by using the method of Example 24. 



< Example 43; Synthesis of l-(Biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2-ethylbenzimidazole 



(111) > 

By using the method of Production Example 14, 3-[N-(biphcnyl-4- 
ylmethyl)propionylamino]-4-nitro-ethylbenzoate was obtained from 4-nitro-3- 
propionylamino-ethylbenzoate (2.00g) and 4-chIoromethylbiphenyl (2.2Sg). Without 
purification, this material was changed to l-(biphenyl-4-ylmethyl)-6-elhoxycarbonyl-2- 
ethylbenzimidazole (111) (2.07g) by using the method of Example 24. 
[Physical Characteristics of the Compound (111)] 

■H-NMR (CDCI3, 5): 1.39 (3H, t, J = 7.2Hz), 1.45 (3H, t, J = 7.5Hz), 2.90 (2H, q, J = 7.5Hz), 
4.3S (2H, q, J = 7.2Hz), 5.43 (2H 3 s), 7.10 (2H, d, J = 8.3Hz), 7.33 - 7.36 (1H, m), 7.43 (2H, 
t, J = 7.4Hz), 7.51 - 7.56 (4H, m), 7.79 (1H, d, J = 8.5Hz), 7.80 (1H, dd, J = 1.5 and 8.4Hz), 
8.05 (1H, d, J=1.3Hz). 

< Example 44; Synthesis of l-(2-Chlorobenzyl)-5-ethoxycarbonyl-2-methylbenzimidazole 

(112) > 

By using the method of Production Example 14, 4-[N-(2- 
chlorobenzyl)acetylamino]-3-nitro-ethylbenzoate was obtained from 4-acetylamino-3-nitro- 
ethylbenzoate (3.1 5g) and 2-chlorobenzyl bromide (3.85g). Without purification, this 
material was changed to l-(2-chlorobenzyl)-5-ethoxycarbonyl-2-methylbenzimidazole (112) 
(2.54g) by using the method of Example 24. 
[Physical Characteristics of the Compound (1 12)] 

'H-NMR (CDCI3, 6): 1.41 (3H, t, J = 7.1Hz), 2.59 (3H, s), 4.40 (2H, q, J = 7.1Hz), 5.43 (1H, 
s), 6.43 (1H, d, J - 7.8Hz), 7.10 (1H, t, J = 7.5Hz), 7.19 (1H, d, J = 8.5Hz), 7.25 (1H, m), 
7.46 (1H, d, J = 8.1Hz), 7.95 (1H, dd, J = 1.4 and 8.4Hz), 8.47 (lH,s). 

< Example 45; Synthesis of l-(2,6-Dichlorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (1 13) > 

By using the method of Production Example 14, 3-[N-(2,6- 
dichlorobenzyl)acetylamino]-4-nitro-ethylbenzoate was obtained from 3-acetylamino-4-nitro- 
ethylbenzoate (1.50g) and 2,6-dichlorobenzyl bromide (2.14g). Without purification, this 
material was changed to l-(2,6-dichlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole 

(113) (0.9 lg) by using the method of Example 24. 
[Physical Characteristics of the Compound(113)] 

! H-NMR (CDCI3, 5): 1.38 (3H, t, J = 7.1Hz), 2.64 (3H, s), 4.34 (2H, q, J = 7.1Hz), 5.61 (2H, 
s), 7.30 (1H, dd, J = 7.6 and 8.5Hz), 7.40 (2H, d, J = 8.0Hz), 7.66 (1H, d, J = 8.4Hz), 7.87 
(1H, d, J = 1.1Hz), 7.91 (1H, dd, J = 8.4 and 1.5Hz). 

< Example 46; Synthesis of 6-Ethoxycarbonyl-2-n-propyl-l-i-propylbenzimidazole (114) > 

Acetic acid (2ml) was added to 4-amino-3-(N-i-propylbutyrylamino)-ethylbenzoate — 
(0.06g), and the solution was stirred for 14 hours at 90°C. The reaction solution was 
concentrated under reduced pressure, and 0.05g of 6-ethoxycarbonyl-2-n-propyl-l-i- 



propylbenzimidazole (114) was obtained. 
[Physical Characteristics of the Compound(l 14)] 

'H-NMR (CDCI 3l 5): 1.07 (3H, t, J = 7.4Hz), 1.43 (3H, t, J = 7.0Hz), 1.69 (6H, d, J = 6.9Hz), 
1.S5 - 1.92 (2H, m), 2.91 (2H, t, J = 7.7Hz), 4.41 (2H, q, J = 7.3Hz), 4.67 - 4.76 (1H, ni), 7.72 
(1H, d, J = 8.3Hz), 7.94 (1H, dd, J = 3.7 and 1.5Hz), 8.25 (1H, d, J = 1.2Hz). 

< Example 47; Synthesis of 2-Benzyl-6-ethoxycarbonyl-l-methyIbenzimidazoIe (115) > 
60% sodium hydride (0.1 66g) was added to an N,N-dimethylformamide (10ml) 
solution of 4-nitroo-phenylacetylamino-ethyIbenzoate (0.924g) in an ice bath, and the 
solution was stirred for 1 hour at room, temperature. Methyl iodide (0.50ml) was added to the 
solution and the solution was stirred for 1 hour at room temperature. The reaction solution 
was poured into cooled lN-hydrochloric acid, and extraction was performed with ethyl 
acetate twice. The organic layer was washed with lN-hydrochloric acid and then washed 
with water. After it was dried, its solvent was removed through evaporation under reduced 
pressure. The residuum was purified using silica gel column chromatography (eluate: ethyl 
acetate/hexane = 1/10 - 1/4), and thus, 4-nitro-3-[N-(methyl)phenylacetylamino]- 
ethylbenzoate (0.5 lOg) was obtained. Ethanol (2ml), acetic acid (1ml), and reduced iron 
(0.240g) were added to this material (0.148g), and it was refluxed for 2 hours. After the 
solids were separated through filtration and its filtrate was concentrated, it was purified using 
fractional thin film silica gel chromatography (development solvent: chloroform/ethyl acetate 
= 2/1), and thus, 0.090g of 2-benzyl-6-ethoxycarbonyl-l-methylbenzimidazole (115) was 
obtained. 

[Physical Characteristics of the Compound (115)] 

1 H-NMR (CDCI 3 , 5): 1.41 (3H, t, J = 7.1Hz), 3.63 (3H, s), 4.32 (2H, s), 4.40 (2H, q, J = 
7.1Hz), 7.21 - 7.26 (3H, m), 7.27 - 7.32 (2H, m), 7.72 (1H, d, J = 8.4Hz), 7.98 (1H, dd, J = 
1.5 and 8.4Hz), 8.03 (1H, d, J= 1.3Hz). 

< Example 48; Synthesis of 1 -(2,4-Dichlorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (116) > 

Under room temperature, an N,N-dimethylformamide (8ml) solution of 3- 
acetyIamido-4-nitro-ethylbenzoate (1.50g) was dripped into the slurry of 60% sodium 
hydride (0.357g) and N,N-dimethylformamide (8ml), and the solution was stirred for 30 
minutes. Next, an N ; N-dimethylform amide (8ml) solution of 2,4-dichlorobenzyl chloride 
(1.74g) was dripped into the solution, and the solution was stirred for 30 minutes. The 
reaction solution was poured into the mixture solution of diluted hydrochloric acid (50g) and 
ethyl acetate (60g), and its layers were separated. Obtained organic layer was washed with 
water (50g) twice. The organic layer was concentrated under reduced pressure, and 3.5g of 
preliminarily purified material of 3-[N-(2,4-dichloroberizyl)acerylamino]-4-nitro- 
ethylbenzoate was obtained. Without purification, this material was dissolved with ethanol 
(23ml) and acetic acid (12ml), then reduced iron (3.32g) was added to the solution, and the 



solution was refluxed by heating for 6 hours. Using filter aid, the solids were removed, and 
the filtrate was concentrated under reduced pressure. Ethyl acetate (60ml) and diluted 
hydrochloric acid (50ml) were added to the obtained residuum, and its layers were separated. ' 
The organic layer was washed with saturated sodium hydrogencarbonate aqueous solution 
(50g), then washed with water (50g) twice, and concentrated under reduced pressure. The 
obtained residuum was purified using silica gel column chromatography (eluate: hexane / 
ethyl acetate = 4/1-1/1) and, 0.94g of l-(2,4-dichlorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (116) was obtained, 
[Physical Characteristics of the Compound (116)] 

'H-NMRCCDCb, 5): 1.40 (3H, t, J = 7.1Hz), 2.56 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.41 (2H, 
s), 6.34 (1H, d, J = 8.4Hz), 7.09 (1H, dd, J = 8.4 and 2.0Hz), 7.49 (1H, d, J = 2.0Hz), 7.75 
(1H, d, J = 8.4Hz), 7.92 (1H, s), 8.00 (1H, dd, J = 8.5 and 1.4Hz) 

< Example 49; Synthesis of 6-Carboxy-l-(4-chlorobenzyl)-2-n-propylbenzimidazole (117) > 

10% sodium hydroxide aqueous solution (3.57g), ethanol (5ml) and water (3.57g) 
were added to l-(4-chlorobenzyl)-6-ethoxycarbonyl-2-n-propylbenzimidazole (1.06g), and 
the solution was refluxed by heating for 1 hour. The acidity of the reaction solution was 
adjusted to pH 6 with 1 0% hydrochloric acid. The solution was concentrated under reduced 
pressure, ethanol was added to its obtained residuum, and the inorganic acid (MU KI ENN) 
was separated through filtration. The filtrate was concentrated under reduced pressure, and 
O.SOg of residuum was obtained. The residuum was purified with silica gel column 
chromatography (eluate: ethyl acetate / methanol = 4/1), and 0.63g of 6-carboxy- 1 -(4- 
chlorobenzyl)-2-n-propylbenzimidazole (117) was obtained. 
[Physical Characteristics of the Compound (117)] 

'H-NMR (DMSO-d6, 5): 0.96 (3H, t, J = 7.3Hz), 1.76 - 1.88 (2H, m), 3.10 -3.23 (2H, m), 
5.83 (2H, s), 7.27,(2H, d, J = 8.4Hz), 7.44 (2H, d, J = 8.4Hz), 7.89 (1H, d, J = 8.4Hz), 7.89 
(lH,d, J = 8.5Hz), 8.28 (lH s s) 

< Example 50; Synthesis of 6-Carboxy-l-methyl-2-n-propylbenzimidazole (118) > 

By using the method of Example 49, 6-carboxy-l-methyl-2-n-propylbenzimidazole 

(118) (0.46g) was obtained from 6-ethoxycarbonyl-l-methyl-2-n-propylbonylbenzimidazole 
(0.56g). 

[Physical Characteristics of the Compound (118)] 
] H-NMR (DMSO-d6, 5): 1.00 (3H, t, J = 7.3Hz), 1.79 - 1.93 (2H, m), 3.06 (3H, t, J = 7.4Hz), 
3.92 (3H, s), 7.76 (1H, d, J = 8.4Hz), 7.97 (1H, d, J = 8.4Hz), 8.31 (1H, s). 

< Example 51; Synthesis of 6-Carboxy-2-n-propyl-l-i-propylbenzimidazole (119) > 

By using the method of Example 49, 6-carboxy-2-n-propyl-l-i-propylbenzimida2ole — 

(119) (0.045g) was obtained from 6-ethoxycarbonyl-2-n-propyl-l-i-propylbenzimidazole 
(0.045g). 



[Physical Characteristics of the Compound (119)] 

'H-NMR (CD3OD, 5): 0.9S (3H, t, J = 7.4Hz), 1.61 (6H, d, J = 6.9Hz), 1.74 - 1.S2 (2H, m), 
2.S9 (2H, t, J = 7.5Hz), 3.21 - 3.24 (2H, m), 4.7S - 4.S3 (1H, m), 7.51 (1H, d, J = S.3Hz), 7.84 
(1H, dd, J = 8.4 and 1.5Hz), 8.26 (1H, s). 

< Example 52; Synthesis of l-n-Butyl-6-carboxy-2-n-propylbenzimidazole (120) > 

By using the method of Example 49, l-n-butyl-6-carboxy-2-n-propylbenzimidazole 
(120) (0.60g) was obtained from l-n-butyl-6-ethoxycarbonyl-2-n-propylbenzimidazole 
(O.Slg). 

[Physical Characteristics of the Compound (120)] 

1 H-NMR (DMSO-d6, 5): 1.02 (3H, t, J = 7.3Hz), 1.17 (3H, t,J = 7.3Hz), 1.33-1.41 (2H, m), 
1.70- 1.77 (2H, m), 1.85 - 1.93 (2H, m), 3.07 (2H, t, J = 7.6Hz), 4.42 (2H, t, J = 7.4Hz), 7.78 
(1H, d, J = 8.5Hz), 7.99 (1H, dd, J = 8.5 and 1.0Hz), 8.35 (1H, s), 13.13 (1H, s). 

< Example 53; Synthesis of 6-Carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (121) > 

Ethanol (80ml) and 10% sodium hydroxide aqueous solution (37g) were added to 1- 
(2-chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidaLZole (lO.Og), and the solution was 
refluxed for 4 hours. After the reaction solution was cooled, its acidity was adjusted to pH 6 
with 10% hydrochloric acid. The sediment was gathered, washed with water, dried under 
reduced pressure, and thus, 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (121) 
(8.30g) was obtained. 

< Example 54; Synthesis of 6-Carboxy-l-(2,6-dichlorobenzyl)-2-methylbenzimidazole (122) 
> 

By using the method of Example 53, 6-carboxy-l-(2,6-dichlorobenzyl)-2- 
methylbenzimidazole (122) (0.72g) was obtained from l-(2 } 6-dichlorobenzyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (0.90g). 
[Physical Characteristics of the Compound (122)] 

1 H-NMR (DMSO-d6, 8): 2.60 (3H, s), 5.71 (2H S s), 7.46 (1H, t, J = 7.9Hz), 7.57 (3H S t, J = 
8.2Hz), 7.73 (2H, m), 12.57 (1H, s). 

< Example 55; Synthesis of 6-Carboxy-2-methyl-l-[2-(trifluoromethyl)benzyl]benzimidazole 
(123) > 

By using the method of Example 53, 6-carboxy-2-methyl-l-[2- 
(trifluoromethyl)benzyl]benzimida2ole (123) (0.98g) was obtained from 6-ethoxycarbonyl-2- 
methyl- 1 -[2-(trifluoromethyl)benzyl]benzimidazole ( 1 . 1 7g) . 
[Physical Characteristics of the Compound (123)] 

1 H-NMR (DMSO-d6, 5): 2.49 (3H, s), 5.70 (2H, s), 6.46 - 6.51 (1H, m), 7.51 (2H, m), 7.65 - 
(1H, d, J = 8.4Hz), 7.81 (1H, dd, J = 1.4 and 8.4Hz), 7.82 - 7.87 (1H, m), 7.91 (1H, s). 



< Example 56; Synthesis of 6-Carboxy-2-methyl-l-[4-(trinuoromethyl)benzyl]ben2iniida2ole 
(124) > 

By using the method of Example 53, 6-carboxy-2-methyI-l-[4- 
(trifluoromethyl)benzyl]benzimidazole (124) (1.07g) was obtained from 6-ethoxycarbonyl-2- 
methyl-l-[4-(trifluoromethyl)benzyI]benzimidazole (1 .22g). 
[Physical Characteristics of the Compound (124)] 

'H-NMR (DMSO-d6, 5): 2.85 (3H, s), 5.92 (2H, s), 7.50 (2H, d, J = 8.1Hz), 7.74 (2H, d, J = 
8.1Hz), 7.SS (1H, d, J = 8.5Hz), 8.07 (1H, d, J = 8.5Hz), 8.31 (1H, s), 13.3 (1H, br s). 

< Example 57; Synthesis of 6-Carboxy-l-(3,4-dichlorobenzyl)-2-methylbenzimidazole (125) 
> 

By using the method of Example 53, 6-carboxy-l-(3,4-dichlorobenzyl)-2- 
methylbenzimidazole (125) (0.55g) was obtained from l-(3,4-dichlorobenzyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (0.76g). 
[Physical Characteristics of the Compound (125)] 

'H-NMR (DMSO-d6, 5): 2.56 (3H, s), 5.61 (2H, s), 6.98 (1H, dd, J = 8.4 and 1.9Hz), 7.46 
(1H, d, J = 1.9Hz), 7.59 (1H, d, J = 8.3Hz), 7.63 (1H, d, J = 8.4Hz), 7.81 (1H, dd, J = 8.4 and 
1.4Hz), 8.07 (1H, s), 12.76 (1H, s). 

< Example 58; Synthesis of l-Benzyl-6-carboxy-2-n-propyIberizimidazoIe (126) > 

10% sodium hydroxide aqueous solution (3.61 g), ethanol (5ml), and water (3ml) 
were added to l-benzyl-6-ethoxycarbonyl-2-n-propylbenzimidazole (0.97g), and the solution 
was refluxed by heating for one hour. The acidity of the reaction solution was adjusted to 
pH 6 with 10% hydrochloric acid. The solution was concentrated under reduced pressure, 
ethanol was added to the obtained residuum, and the inorganic salt was separated through 
filtration. The filtrate was concentrated under reduced pressure, and l-benzyl-6-carboxy-2-n- 
propylbenzimidazole (126) (0.85g) was obtained. 
[Physical Characteristics of the Compound (126)] 

'H-NMR (DMSO-d6, 5): 0.94 (3H, t, J = 7.4Hz), 1.73 - 1.81 (2H, m), 2.85 (2H, t, J = 
7.3Hz), 5.59 (2H, s), 7.07 (2H, dd, J = 1.1 and 8.3Hz), 7.27 (1H, t, J = 7.3Hz), 7.33 (2H, t, J = 
7.4Hz), 7.65 (1H, d, J = 8.4Hz), 7.79 (1H, dd, J = 1.5 and 8.4Hz), 8.04 (1H, s). 

< Example 59; Synthesis of 6-Carboxy-l-(3-chlorobenzyl)-2-n-propylbenzimidazole (127) > 

By using the method of Example 58, 6-carboxy-l-(3-chlorobenzyl)-2-n- 
propylbenzimidazole (127) (0.35g) was obtained from l-(3-chlorobenzyl)-6-ethoxycarbonyl- 
2-n-propylbenzimidazole (0.5 7g). 
[Physical Characteristics of the Compound (127)] 

] H-NMR (DMSO-d6, 8): 0.94 (3H, t, J = 7.3Hz), 1.70 - 1.79 (2H, m), 2.83 (2H, t, J = 7.4Hz)- 
5.59 (2H, s), 6.94 (1H, s), 7.15 (1H, s), 7.34 (2H, d, J = 4.4Hz), 7.59 (1H, d, J = 8.4Hz), 7.81 
(1H, d, J = 8.1Hz), 8.02 (1H, s). 



< Example 60; Synthesis of 6-Carboxy-2-methyl-l-(2-nitrobenzyl)benzimidazole (128) > 

By using the method of Example 58, 6-carboxy-2-methyl-l-(2- 
nitrobenzyl)benzimidazo!e (128) (0.35g) was obtained from 6-ethoxycarbonyl-2-methyl-l-(2- 
nitrobenzyl)benzimidazoIe (0.61 g). 
[Physical Characteristics of the Compound (128)] 

'H-NMR (DMSO-d6, S): 2.51 (3H, s), 5.96 (2H, s), 6.33 (1H, d, J = 7.0Hz), 7.55 - 7.62 (2H, 
m), 7.66 (1H, d, J = 8.3Hz), 7.81 (1H, d, J = S.4Hz), S.06 (1H, s), 8.24 (1H, d, J = 7.0Hz), 
12.66 (1H, s). 

< Example 61; Synthesis of 6-Carboxy-l-(2-chlorobenzyI)-2-methyIbenzimidazole (121) > 

Ethanol (15ml) and 5% sodium hydroxide aqueous solution (10.6g) were added to 1- 
(2-chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole (1.456g), and the solution was 
refluxed for 1 hour. After the reaction solution was cooled, its acidity was adjusted to pH 6 
with 10% hydrochloric acid. The sediment was gathered, washed with water, dried under 
reduced pressure, and thus, 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (121) 
(0.645g) was obtained. 

< Example 62; Synthesis of 6-Carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole (129) 

> 

10% sodium hydroxide aqueous solution (3.10g) and ethanol (10ml) were added to 
l-(2,4-dichlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole (0.94g), and the solution 
was refluxed by heating for 1 hour. Its acidity was adjusted to pH 6 with 10% hydrochloric 
acid. The precipitated crystals were separated through filtration, dried, and thus, 0.68g of 6- 
carboxy-l-(2 ) 4-dichlorobenzyl)-2-methylbenzimidazole (129) was obtained. 
[Physical Characteristics of the Compound (129)] 

1 H-NMR (DMSO-d6, 5): 2.52 (3H, s), 5.61 (2H, s), 6.54 (1H, d, J = 8.4Hz), 7.33 (1H, dd, J = 
8.4 and 2.1Hz), 7.64 (1H, d, J = 8.4Hz), 7.74 (1H, d, J = 2.1Hz), 7.81 (1H, dd, J = 8.4 and 
L5Hz), 7.98 (1H, s), 12.72 (1H, s). 

< Example 63; Synthesis of l-(Biphenyl-4-ylmethyl)-6-carboxy-2-methylbenzimidazole 
(130) > 

By using the method of Example 53, l-(biphenyl-4-ylmethyl)-6-carboxy-2- 
methylbenzimidazole (130) (0.83g) was obtained from l-(biphenyl-4-ylmethyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (1.1 Og). 
[Physical Characteristics of the Compound (130)] 

1 H-NMR (DMSO-d6, 5): 2.53 (3H, s), 5.61 (2H, s), 7.18 (2H, d, J = 8.2Hz), 7.34 (1H, m), 
7.43 (2H, m), 7.62 (5H, m), 7.79 (1H, dd, J = 1.6 and 8.5Hz), 8.09 (1H, d, J = 1.0Hz), 12.72 - 
(1H, br s). 



< Example 64; Synthesis of l-(4-t-Butyibenzyl)-6-carboxy-2-methylbenzimidazoIe (131) > 

By using ihe method of Example 53, l-(4-t-butylbenzyl)-6-carboxy-2- 
methylbenzimidazole (131) (0.55g) was obtained from l-(4-t-butyibenzyl)-6-ethoxycarbonyl- 
2-methylbenzimidazole (1.34g). 
[Physical Characteristics of the Compound (131)] 

5 H-NMR (DMSO-d6, 5): 1.22 (9H, s), 2.57 (3H, s), 5.52 (2H, s), 7.03 (2H, d, J = 8.2Hz), 
7.35 (1H, d, J = S.3Hz), 7.60 (1H, d, J = S.4Hz), 7.7S (1H, dd, J = S.4 and 1.5Hz), 8.06 (1H, 
s), 12.71 (1H, s). 

< Example 65; Synthesis of 6-Carboxy-2-methyl-l-(2-methylbenzyl)benzimidazole (132) > 

By using the method of Example 53, 6-carboxy-2-methyl-l-(2- 
methylbenzyl)benzimidazole (132) (0.49g) was obtained from 6-ethoxycarbonyl-2-methyM- 
(2-methylbenzyI)benzimidazole (0.8 lg). 
[Physical Characteristics of the Compound (132)] 

] H-NMR (DMSO-d6, 5): 2.41 (3H, s), 2.48 (3H, s), 5.55 (2H, s), 6.14 (1H, d, J = 7.6Hz), 
7.02 (1H, t, J = 7.4Hz), 7.17 (1H, t, J = 7.3Hz), 7.26 (1H, d, J = 7.4Hz), 7.65 (1H, d, J = 
8.4Hz), 7.81 (1H, dd, J = 8.4 and MHz), 7.97 (1H, d, J = 1.1Hz), 12.71 (1H, s). 

< Example 66; Synthesis of 6-Carboxy-l-(2-methoxybenzyl)-2-methylbenzimidazole (133) 
> 

By using the method of Example 53, 6-carboxy-l-(2-methoxybenzyl)-2- 
methylbenzimidazole (133) (l.OOg) was obtained from 6-ethoxycarbonyl-l-(2- 
methoxybenzyl)-2-methylbenzimidazole (1.63g). 
[Physical Characteristics of the Compound (133)] 

'H-NMR (DMSO-d6, 8): 2.55 (3H, s), 3.81 (3H, s), 5.42 (2H, s), 6.77 (1H, m), 6.85 (1H, m), 
7.05 (1H, m), 7.28 (1H, m), 7.58 (1H, m), 7.76 (1H, m), 7.99 (1H, s), 12.65 (1H, br s). 

< Example 67; Synthesis of 6-Carboxy-l-(4-memoxybenzyl)-2-methylben2imidazole (134) > 

By using the method of Example 53, 6-carboxy-l-(4-methoxybenzyl)-2- 
methylbenzimidazole (134) (0.99g) was obtained from 6-ethoxycarbonyI-l-(4- 
methoxybenzyl)-2-methylbenzimidazole (1 .27g). 
[Physical Characteristics of the Compound (134)] 

] H-NMR (DMSO-d6, 5): 2.86 (3H, s), 3.71 (3H, s), 5.69 (2H, s), 6.92 (2H, d, J = 8.4Hz), 
7.27 (2H, d, J = 8.4Hz), 7.84 (1H, d, J = 8.5Hz), 8.04 (1H, d, J = 8.5Hz), 8.33 (1H, s), 13.25 
(lH,brt). 

< Example 68; Synthesis of 6-Carboxy-2-methyl-l-[2-(benzenesulfonylmethyl)benzyl] 
benzimidazole (135) > — 

By using the method of Example 53, 6-carboxy-2-methyl-l-[2- 
(benzenesulfonylmethyl)benzyl]benzimidazole (135) (0.74g) was obtained from 6- 



ethoxycarbonyl-2-methyl-l-[2-(benzenesulfonylmetiiyI)ben2y]]benzimidazo]e (0.89g). 
[Physical Characteristics of the Compound (135)] 

1 H-NMR (DMSO-d6, 5): 2.44 (3H, s), 4.99 (2H f s), 5.71 (2H, s), 6.08 (1H, d, J = 6.5Hz), 
7.12 * 7.20 (3H, m), 7.64 - 7.70 (3H, m), 7.77 - 7.83 (2H, m), 7.S9 (2H, s), 7.90 (1H, s), 12.71 
(1H, s). 

< Example 69; Synthesis of 6-Carboxy-l-(2-cyanobenzyI)-2-methylbenzimidazoIe (136) > 

By using the method of Example 53, 6-carboxy-l-(2-cyanobenzyl)-2- 
methylbenzimidazole (136) (1.14g) was obtained from l-(2-cyanobenzyl)-6-(2- 
cyanobenzyloxycarbonyI)-2-methylbenzimidazoIe (2.04g). 
[Physical Characteristics of the Compound (136)] 

'H-NMR (DMSO-d6, 5): 2.54 (3H, s), 5.80 (2H, s), 6.78 (1H, d, J = 7.8Hz), 7.5 1 (1H, t,J = 
7.4Hz), 7.61 (1H, dt, J = 7.8 and 1 .2Hz), 7.64 (1H, d, J = 8.4Hz), 7.80 (1H, dd, J = 8.4 and 
1.5Hz), 7.94 (1H, d, J = 6.7Hz), 8.00 (1H, d, J = 1.1 Hz), 12.70 (1H, s). 

< Example 70; Synthesis of 6-Carboxy-l-(biphenyl-2-ylmethyl)-2-methylbenzimidazole 
(137) > 

By using the method of Example 53, 6-carboxy- 1 -(biphenyl-2-ylmethyl)-2- 
methylbenzimidazole (137) (1.07g) was obtained from l-(biphenyl-2-ylmethyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (L31g). 
[Physical Characteristics of the Compound (137)] 

1 H-NMR (DMSO-d6, 6): 2.32 (3H, s), 5.45 (2H, s), 6.61 (1H, d, J = 7.7Hz), 7.26 (1H, dt, J = 
7.7 and 1.4Hz), 7.31 (1H, dd, J - 7.5 and 1.3Hz), 7.36 (1H, dt, J = 7.5 and 0.7Hz), 7.40 - 7.46 
(1H, m), 7.46 - 7.52 (4H, m), 7.57 (1H, d, J = 8.4Hz), 7.76 (1H, dd, J = 7.9 and 1.5Hz), 7.86 
(1H, d,J=1.2Hz), 12.72 (1H, s). 

< Example 71; Synthesis of l-Benzyl-6-carboxy-2-methylbenzimidazole (138) > 

By using the method of Example 53, 1 -benzyl -6-carboxy-2-memylbenzimidazole 
(138) (0.59g) was obtained from l-benzyl-6-ethoxycarbonyI-2-methylbenzimidazole (0.71g). 
[Physical Characteristics of the Compound (138)] 

'H-NMR (DMSO-d6 } 5): 2.56 (3H, s), 5.57 (2H, s), 7.11 (1H, d, J - 8.0Hz), 7. 27 (1H, t, J = 
7.2Hz), 7.32 - 7.35 (2H, m), 7.61 (1H, d, J = 8.3Hz), 7.79 (1H, dd, J = 8.4 and 1.3Hz), 8.06 
(1H, s), 12.75 (1H, s). 

< Example 72; Synthesis of 6-Carboxy-2-methyl-l-(2-naphthylmethyl)benzimida2ole (139) 
> 

By using the method of Example 53, 6-carboxy-2-methyl-l-(2- 
naphthylmethyl)ben2imidazole (139) (0.80g) was obtained from 6-ethoxycarbonyl-2-methyl— 
l-(2-naphthylmethyl)benzimidazole(1.28g). 
[Physical Characteristics of the Compound (139)] 



■H-NMR (DMS0-d6, 5): 2.61 (3H, s), 5.74 (2H, s), 7.29 (1H, d, J = S.6Hz) } 7.46 - 7.52 (2H, 
m) f 7.59 (1H, s), 7.63 (1H, d, J = S.3Hz) ? 7.7S - 7.92 (4H, m), S.09 (1H, s), 12.6S (1H } s). 



< Example 73; Synthesis of l-(BiphenyM-yImethyl)-6-carboxy-2-ethylbenzimidazole (140) 
> 

By using the method of Example 53, l-(biphenyl-4-ylmethyl)-6-carboxy-2- 
ethyibenzimidazole (140) (1 .70g) was obtained from l-(biphenyl-4-ylmethyl)-6- 
ethoxycarbonyl-2-ethylbenzimidazole (2.07g). 
[Physical Characteristics of the Compound (140)] 

1 H-NMR (DMSO-d6, 5): 1.32 (3H, t, J = 7.4Hz), 2.94 (2H, q, J = 7.5Hz), 5.63 (2H, s), 7.16 
(2H, d, J = 8.2Hz), 7.34 (1H, t, J = 7.4Hz), 7.44 (2H, t, J = 7.5Hz), 7.60 - 7.78 (5H, m), 7.81 
(1H, dd, J = 1.4 and 8.4Hz), 8.10 (1H, d, J = 1.2Hz), 12.73 (1H, s). 

< Example 74; Synthesis of 5-Carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (141) > 

By using the method of Example 53, 5-carboxy-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (141) (2.48g) was obtained from l-(2-chlorobenzyl)-5-ethoxycarbonyl- 
2-methylbenzimidazole (3.70g). 
[Physical Characteristics of the Compound (141)] 

^-NMRfDMSO-d^S): 2.49 (3H, s), 5.57 (2H, s), 6.53 (1H, d, J = 7.8Hz), 7.22(lH,d,J 
= 7.6Hz), 7.33 (lH,t, J = 7.6Hz), 7.44 (1H, d, J - 8.4Hz), 7.54 (1H, d, J = 8.0Hz), 7.77 
(lH,dd, J =1.6 and 8.5Hz), 8.16 (1H, d, J= 1.3Hz), 12.71 (1H, br s). 

< Example 75; Synthesis of 5-Carboxy-2-methyl-l-(2-nitrobenzyl)benzimidazole (142) > 

By using the method of Example 53, 5-carboxy-2-methyl-l-(2- 
nitrobenzyl)benzimidazole (142) (0.1 5g) was obtained from 5-ethoxycarbonyl-2-methyl-l-(2- 
nitrobenzyl)benzimidazole (0.26g). 
[Physical Characteristics of the Compound (142)] 

1 H-NMR (DMSO-d6, 5): 2.49 (3H, s), 5.91 (2H. s), 6.36 (1H, dd, J = 7.2 and 1.8Hz), 7.52 
(lH,d,J = 8.5Hz), 7.55 - 7.62 (2H, m), 7.77 (1H, dd, J = 8.5 and 1.5Hz), 8.18(lH,d,J = 
1.3Hz), 8.24 (1H, dd, J = 7.4 and 1.6Hz), 12.69 (1H, s). 

< Example 76; Synthesis of 2-Benzyl-5-carboxy-l-(2-chlorobenzyl)benzimJdazole (143) > 

By using the method of Example 53, 2-benzyl-5-carboxy-l-(2- 
chlorobenzyl)benzimidazole (143) (0.488g) was obtained from 2-benzyl-l-(2-chlorobenzyl)- 
5-ethoxycarbonylbenzimidazole (0.63 5g). 
[Physical Characteristics of the Compound (142)] 

1 H-NMR (DMSO-d6, 5): 4.27 (2H, s), 5.57 (2H. s), 6.27 (1H, d, J = 7.1Hz), 7.06 (1H, t), 
7.10- 7.29 (6H,m), 7.39 (1H, d, J - 8.6Hz), 7.47 (1H, d, J = 7.9Hz), 7.78 (1H, dd, J = 1.4 - 
and 8.6Hz), 8.21 (1H, d, J - 1.2Hz), 12.71 (1H, br s). 



< Example 77; Synthesis of 2-Benzyl-6-carboxy-l-(2-chlorobenzyl)benzimidazole (144) > 

By using the method of Example 53, 2-benzyl-6-carboxy-I-(2- 
chlorobenzyl)benzimidazole (144) (0.7S0g) was obtained from 2-benzyM-(2-chloroberizyl)- 
6-ethoxycarbonylbenzimidazole (l.OOg). 
[Physical Characteristics of the Compound (144)] 

■H-NMR(DMSO-d6,S): 4.29 (2H, s), 5.63 (2H. s), 6.28 (1H, d, J = 7.8Hz), 7.07(lH,t,J 
= 7.6Hz), 7.15 (lH.m), 7.19 - 7.29 (5H, m), 7.49 (1H, d, J = 7.4Hz), 7.70 (1H, d, J = 
8.4Hz) } 7.81 (lH,d,J = S.4Hz), 7.91 (lH,s), 12.73 (1H, br s). 

< Example 78; Synthesis of 2-Benzyl-5-carboxy-l-(2,4-dichlorobenzyl)benzimidazole (145) 
> 

By using the method of Example 53, 2-benzyl-5-carboxy-l-(2,4- 
dichlorobenzyl)benzimidazole (145) (0.40g) was obtained from 2-benzyl-l-(2,4- 
dichlorobenzyl)-5-ethoxycarbonylbenzimidazole (0.50g). 
[Physical Characteristics of the Compound (145)] 

'H-NMR (DMSO-d6, 5): 4.28 (2H, s), 5.55 (2H. s), 6.19 (1H, d, J = 8.4Hz), 7.08-7.22 
(6H,m), 7.41 (lH,d t J = 8.4Hz), 7.62 (1H, d, J = 2.2Hz), 7.79 (1H, dd, J = 1,5 and 8.6Hz), 
8.22 (lH,s), 12.72 (lH,brs). 

< Example 79; Synthesis of 2-Benzyl-6-carboxy-l-(2,4-dichlorobenzyl)benzimidazole (146) 
> 

By using the method of Example 53, 2-benzyl-6-carboxy-l-(2,4- 
dichlorobenzyl)benzimidazole (146) (0.3 5g) was obtained from 2-benzyl-l-(2,4- 
dichlorobenzyl)-6-ethoxycarbonylbenzimidazole (0.48g). 
[Physical Characteristics of the Compound (146)] 

3 H-KMR(DMSO-d6,5): 4.30 (2H, s), 5.61 (2H. s), 6.19 (1H, d, J = 8.4Hz), 7.09-7.22 
(6H,m), 7.64 (1H, d, J = 2.1Hz), 7.71 (1H, d, J = 8.4Hz), 7.82 (1H, dd, J = 1.5 and 8.4Hz), 
7.94 (1H, d, J = 1.2Hz), 12.78 (1H, br s). 

< Example 80; Synthesis of l-(Biphenyl-4-ylmethyl)-6-carboxy-2- 
trifluoromethylbenzimidazole (147) > 

By using the method of Example 53, l-(biphenyl-4-ylmethyl)-6-carboxy-2- 
trifluoromethylbenzimidazole (147) (0.483g) was obtained from l-(biphenyl-4-ylmethyl)-6- 
ethoxycarbonyl-2-trifluoromethylbenzimidazole (0.690g). 
[Physical Characteristics of the Compound (147)] 

] H-NMR (DMSO-d6, 6): 5.87 (2H, s), 7.18 (2H, d, J = 8.2Hz), 7.35 (1H, t, J - 7.4Hz), 
7.44 (2H,t, J = 7.5Hz), 7.60 - 7.67 (4H, m), 7.98 (2H, d, J = 0.7Hz), 8.32 (1H, s), 13.15 
(!H,s). 



Example 81; Synthesis of l-(Biphenyl-4-ylmethyl)-5-carboxy-2- 



trifiuoromethylbenzimidazole ( 1 4S) > 

By using the method of Example 53, l-(biphenyl-4-ylmethyl)-5-carboxy-2- 
trifluoromethylbenzimidazole (14S) (0.270g) was obtained from l-(biphenyl-4-ylmethyl)-5- : 
ethoxycarbonyl-2-trifluoromethylbenzimidazole (0,3Sg). - 
[Physical Characteristics of the Compound (14S)] 

'H-NMR (DMSO-d6, 5): 5.S0 (2H, s), 7.19 (2H, d, J = 6.3Hz), 7.35 (1H, t, J = 7.2Hz), 
7.43 (2H, t, J = 7.3Hz), 7.82 (1H, d, J = S.7Hz), 8.04 (1H, d, J = 8.7Hz), 8.45 (lH.s). 

< Example 82; Synthesis of 5-Ethoxycarbonyl-2-methylbenzimidazole (149) > 

Reduced iron (6.64g), ethanol (48ml) and acetic acid (24ml) were added to 3- 
acetylamino-4-nitro-ethylbenzoate (3.00g), and the solution was refluxed by heating for 12 
hours. Solid materials were removed using filter aid, and the filtrate was concentrated under 
reduced pressure. Ethanol (100ml) and 35% hydrochloric acid (5.2g) were added to the 
residuum and the solution was refluxed by. heating for five hours. The reaction solution was 
neutralized with sodium hydrogencarbonate (6.3g). The filtrate obtained through filtration 
was concentrated under reduced pressure. Ethyl acetate (70ml) and water (70ml) were added 
to the obtained residuum, and the solution was separated. The organic layer was washed with 
water three times and extraction was performed on the aqueous layer using ethyl acetate three 
times. By concentrating the obtained organic layer under reduced pressure, 1 .53g of 5- 
ethoxycarbonyl-2-methyIbenzimidazole (149) powder was obtained. 
[Physical Characteristics of the Compound (149)] 

1 H-NMR (CDC1 3 , 5): 1.41 (3H, t, J = 6.9Hz), 2.67 (3H, s), 4.40 (2H, q, J = 7.1Hz), 7.55 
(lH,d, J = 8.4Hz), 7.96(lH,dd, J = 8.4 and 1.5Hz), 8.27 (1H, d, J = 1.4 Hz). 

< Example 83; Synthesis of 2-Benzyl-5-ethoxycarbonylbenzimidazole (150) > 

A mixture of 3-nitro-4-phenylacetylamino-ethylbenzoate (3.60g), ethanol (47ml), 
acetic acid (23ml) and reduced iron (6.4g) was refluxed by heating for four hours. Solids 
were separated through filtration and the filtrate was concentrated. Ethanol (50ml) and 35% 
hydrochloric acid (5g) were added to the residuum and the solution was stirred for 40 hours 
as it was refluxed by heating. The solution was neutralized with sodium hydrogencarbonate 
and chloroform extraction was performed. The organic layer was concentrated under reduced 
pressure and then purified using silica gel column chromatography. Thus, 2.30g of 2-benzyl- 
5-ethoxycarbonylbenzimidazole (150) was obtained. 
[Physical Characteristics of the Compound (150)] 

1 H-NMR (CDCI3, 8): 1.39 (3H, t, J = 7.1Hz), 4.26 (2H, s), 4.37 (2H, q, J = 7.1Hz), 7.22- 
7.36 (5H, m), 7.50 (1H, d, J = 8.6Hz), 7.94 (1H, dd, J = 1.5 and 8.6Hz), 8.23 (1H, d, J = 
1.3Hz). 

< Examples 84 and 85; Syntheses of 6-Ethoxycarbonyl-2-methyl-l-(2-nitrobenzyl) 
benzimidazole (151) and 5-Ethoxycarbonyl-2-methyl-l-(2-nitrobenzyl)benzimidazole (152) 



> 

N,N-dimethylformamide (1 5ml), 2-nitrobenzyi bromide (1.59g) and sodium 
hydrogencarbonate (1.23g) were added to 5-ethoxycarbonyl-2-methylbenzimidazole (l.OOg) 
and the solution was heated for one hour at 60°C. After adding ethyl acetate (70ml) and 
water (70ml) and separating the solution, the organic layer was washed with water three 
times and extraction was performed on the aqueous layer using ethyl acetate three times. By 
concentrating the obtained organic layer under reduced pressure, a mixture of 6- 
ethoxycarbonyl-2-methyI-l-(2-nitrobenzyl)ben2imida2ole and 5-ethoxycarbonyl-2-methyl-l- 
(2-nitrobenzyl)benzimidazole was obtained. Purification using medium pressure silica gel 
column chromatography (eluate: hexane/ethyl acetate = 1/4- 0/100) produced 6- 
ethoxycarbonyl-2-methyl-l-(2-nitrobenzyI)benzimidazole (151) (0.614g) and 5- 
ethoxycarbonyl-2-methyl-l-(2-rutrobenzyI)benzimidazole (152) (0.259g). 
[Physical Characteristics of the Compound (151)] 

^-NMRCCDCfe.S): 1.38 (3H, t, J = 7.2Hz), 2.56 (3H, s), 4.37 (2H, q, J = 7.1Hz), 5.84 
(2H, s), 6.41 (1H, d, J = 6.8Hz), 7.44 - 7.53 (2H, m), 7.78 (1H, d, J = 8.6Hz), 7.88 (1H, s), 
8.02(lH,dd, J = 8.3 and 1.5Hz), 8.30 (1H, dd, J =7.9 and 1.5Hz). 
[Physical Characteristics of the Compound (152)] 

] H-NMR (CDC1 3 , 5): 1.42 (3H, t, J = 7.0Hz), 2.56 (3H, s), 4.40 (2H, q, J = 7.0Hz), 5.80 
(2H, s), 6.43 (1H, dd, J = 7.6 and 1.0Hz), 7.14 (1H, d, J = 8.3Hz), 7.45 - 7.53 (2H, m), 
7.95 (1H, dd, J = 8.4 and 1.5Hz), 8.27 (1H, dd, J = 8.0 and 1.7Hz), 8.48 (1H, d, J = 1.2Hz). 

< Examples 86 and 87; Syntheses of 2-Benzyl-l-(2-chlorobenzyl)-6- 
ethoxycarbonylbenzimidazole (153) and 2-Benzyl-l-(2-chlorobenzyl)-5- 
ethoxycarbonylbenzimidazole (154) > 

By using the method of Examples 84 and 85, 2-benzyl-l-(2-chloroben2yl)-6- 
ethoxycarbonylbenzimidazole (153) (1.06g) and 2-benzyl-l-(2-chlorobenzyI)-5- 
ethoxycarbonylbenzimidazole (154) (0.640g) were obtained from 2-benzyl-5- 
ethoxycarbonylbenzimidazole (2.3 7g) and 2-chlorobenzyl bromide (3.94g). 
[Physical Characteristics of the Compound (153)] 

] H-NMR(CDC1 3) 5): 1.83 (3H,.t, J = 7.1Hz), 4.23 (2H, s), 4.35 (2H, q, J = 7.1Hz), 5.36 
(2H,s), 6.23 (lH,d, J = 7.8Hz), 6.97 (1H, d, J = 7.6Hz), 7.11 - 7.45 (7H, m), 7.85 (1H, d, 
J = 8.5Hz), 7.91 (1H, s), 8.02 (1H, dd, J =1.2 and 8.6Hz). 
[Physical Characteristics of the Compound (154)] 

■H-NMR (CDCI3, 5): 1.41 (3H, t, J = 7.1Hz), 4.25 (2H, s), 4.41 (2H, q, J = 7.1Hz), 5.33 
(2H,s), 6.22(lH,d,J = 6.9Hz), 6.97 (1H, t, J = 7.6Hz), 7.12 - 7.28 (7H, m), 7.40 (1H, d, J 
= 8.0Hz), 7.95 (1H, dd, J = 1.6 and 8.6Hz), 8.60 (1H, d, J = 1.4Hz). 

< Examples 88 and 89; Syntheses of 2-Benzyl-l-(2,4-dichlorobenzyl)-6- 
ethoxycarbonylbenzimidazole (155) and 2-Benzyl-l-(2,4-dichlorobenzyl)-5- 
ethoxycarbonylbenzimidazole (1 56) > 



By using ihe method of Examples S4 and 85, 2-benzyM-(2,4-dichlorobenzyl)-6- 
elhoxycarbonylbenzimidazole(155) (0.49g) and 2-benzyl-l-(2,4-dichlorobenzyl)-5- 
cthoxycarbonylbenzimidazole (.156) (0.52g) were obtained from 2-benzyl-5- 
ethoxycarbonylbenzimidazole (2.37g) and 2,4-dichlorobenzyl bromide (4.45g). 
[Physical Characteristics of the Compound (155)] 

] H-NMR (CDCb, 5): 1.39 (3H,t), 4.24 (2H, s), 4.37 (2H, q), 5.32 (2H, s), 6.08(lH,d,J = 
8.3Hz), 6.90 (lH,d, J = S.4Hz), 7.12 - 7.24 (5H, m), 7.41 (1H, s), 7.84 (1H, d, J - S.4Hz), 
7.8S(lH,s), 8.03(lH,d,J = S.4Hz). 
[Physical Characteristics of the Compound (156)] 

'H-NMR (CDCb, 5): 1.42 (3H, t, J = 7.1Hz), 4.25 (2H, s), 4.41 (2H, q, J = 7.1Hz), 5.28 
(2H,s), 6.07 (lH,d, J = 8.4Hz), 6.90 (1H, dd, J = 1.9 and 8.4Hz), 7.08 - 7,28 (6H, m), 
7.40 (1H, d, J = 2.1Hz), 7.96 (1H, dd, J = 1.3 and 8.3Hz), 8.56 (1H, d, J = 0.9Hz). 

< Example 90; Synthesis of 5-Ethoxycarbonyl-2-trifluoromethylbenzimidazole (157) > 

To a methanol (100ml) solution of 3-amino-4-nitro-ethylbenzoate (4.00g), 5% 
palladium/carbon (0.50g) was added, and the solution was stirred for 12 hours at 50°C under 
a nitrogen environment. Solids were separated through filtration. Concentration of the 
filtrate produced 3,4-diamino-ethylbenzoate. Trifluoroacetic acid (20ml) was added to this 
material, and the solution was stirred for two hours at 60°C. The reaction solution was 
concentrated and chloroform was added. Precipitated crystals were separated through 
filtration and dried. Thus, 4.46g of 5-ethoxycarbonyl-2-trifluoromethylbenzimidazole (157) 
was obtained. 

[Physical Characteristics of the Compound (157)] 

^-NMRfDMSO-de.S): 1.36 (3H, t, J = 7.0Hz), 4.36 (2H, q, J = 7.0Hz), 7.82(lH,d,J = 
8.5Hz), 7.99 (lH,dd, J =1.5 and 8.7Hz), 8.33 (1H, s). 

< Examples 91 and 92; Syntheses of l-(Biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2- 
trifluoromethylbenzimidazole (158) and l-(Biphenyl-4-ylmethyl)-5-ethoxycarbonyl-2- 
trifluoromethylbenzimidazole (159) > 

By using the method of Examples 84 and 85, l-(biphenyl-4-ylmethyl)-6- 
ethoxycarbonyl-2-trifluoromethylbenzimidazole (158) (0.69g) and 1 -(biphenyl-4-ylmethyl)- 
5-ethoxycarbonyl-2-trifluoromethylbenzimidazole (159) (0.3 8g) were obtained from 5- 
ethoxycarbonyl-2-trifluoromethylbenzimidazole (2.00g) and 4-bromomethylbiphenyl 
(10.08g). 

[Physical Characteristics of the Compound (158)] 

! H-NMR (CDCI3, 5): 1.39 (3H, t), 4.38 (2H, q), 5.64 (2H, s), 7.18 (2H, d, J = 8.2Hz), 7.34 
(lH,t 5 J = 7.4Hz), 7.42 (2H, t, J = 7.4Hz), 7.52 - 7.57 (4H, m), 7.95 (1H, d, J = 8.8Hz), 
8.09(2H,dd, J - 1.4 and 8.8Hz), 8.14 (1H, d, J = 1.1Hz). 
[Physical Characteristics of the Compound (159)] 

'H-NMRfCDCl^S): 1.40 (3H,t), 4.40 (2H, q), 5.59 (2H. s), 7.16 (2H, d, J = 8.1Hz), 7.34 



(2H,t,J«6.2H2) f 7.41 (2H,t, J = 7.5Hz), 7.53 (4H, m) ( 8.0S (1H, dd, J = 1.3 and 9.1Hz), 
8.65 (lH.s). 

< Production Example 3S; Production of l-(2-Chlorobenzyl)-6-hydroxymethyI-2- 
methylbenzimidazole > 

Tetrahydrofuran (20ml) solution of l-(2-chIorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (2.66g) was slowly added to a tetrahydrofuran (20ml) solution of 
aluminum lithium hydride (1 .54g). Further, the solution was stirred for one hour at room 
temperature. By adding tetrahydrofuran (30ml), the reaction solution was diluted. By adding 
a saturated sodium sulfate aqueous solution, the aluminum lithium hydride was decomposed, 
solidified and the tetrahydrofuran layer was separated. The solvent was removed through 
evaporation. Purification using silica gel column chromatography produced 1.45g of l-(2- 
chIoroben2yl)-6-hydroxymethyl-2-methylben2imida2ole. 
[Physical Characteristics of Compound] 

] H-NMR(CDC1 3 ,5): 2.53 (3H, s), 4.77 (2H, s), 5.39 (2H. s), 6.40 (1H, d, J = 7.7Hz), 7.08 
(lH,t,J = 7.7Hz), 7.20- 7.28 (3H, m), 7.45 (1H, d, J = 7.9Hz), 7.70 (1H, d, J - 8.2Hz). 

< Production Example 39; Production of l-(BiphenyI-4-ylmethyI)-6-hydroxymethyl-2- 
methylbenzimidazole > 

By using the method of Production Example 38, l-(biphenyl-4-ylmethyl)-6- 
hydroxymethyl-2-methylbenzimidazole (3.72gj was obtained from l-(biphenyl-4-ylmethyI)- 
6-ethoxycarbonyl-2-methylbenzimidazole (5.30g) and aluminum lithium hydride (2.17g). 
[Physical Characteristics of Compound] 

1 H-NMR(CDC1 3 ,5): 2.59 (3H, s), 4.78 (2H, s), 5.37 (2H.s), 7.11 (2H, d, J = 8.3Hz), 7.24 
(lH,d,J = 8.3Hz), 7.30- 7.37 (2H,m), 7.42 (2H, t), 7.51 - 7.56 (4H, m), 7.70(lH,d,J = 
8.2Hz). 

< Production Example 40; Production of l-(2-Chlorobenzyl)-6-chloromethyl-2- 
methylbenzimidazole Hydrochloride> 

Thionyl chloride (5ml) was added to l-(2-cWorobenzyl)-6-chloromethyl-2- 
methylbenzimidazole (3.56g), and the solution was stirred for 20 minutes at room 
temperature and then for 20 minutes at 80°C. After excess thionyl chloride was removed 
through evaporation under reduced pressure, the residuum was dissolved in chloroform 
(10ml), and crystallization was performed by adding hexane. The crystals were separated 
through filtration, washed in hexane, and dried. Thus, 4.07g of l-(2-chlorobenzyl)-6- 
chloromethyl-2-methylbenzimidazole hydrochloride was obtained. 
[Physical Characteristics of Compound] 

1 H-NMR(CDCl3,5): 3.01 (3H, s), 4.68 (2H, s), 5.61 (2H. s), 6.71 (1H, d, J- 7.5Hz), 7.24- 
-7.29(lH,m), 7.38 (1H,W« 7.7Hz), 7.44 (1H, s), 7.52 (2H, d, J = 8.2Hz), 7.92 (1H, d, J 
- 8.4Hz). 



< Production Example 41; Production of l-(Biphenyl-4-ylmethyl)-6-chloromethyl-2- 
methylbenzimidazole > 

Thionyl chloride (2ml) was added to a chloroform solution (30ml) of l-(biphenyl-4- 
ylniethyl)-6-hydrox>miethyl-2-methylbenzimida2ole (3.62g), and the solution was stirred for 
one hour at 60°C. A sodium hydgrogencarbonate aqueous solution was added and the 
reaction was halted. The chloroform layer was washed with water and dried. After removing 
the solvent through evaporation under reduced pressure, ethyl acetate was added and 
crystallization was performed. After the crystals were separated through filtration and 
washed with ethyl acetate, they were dried and thus, 2.04g of l-(biphenyI-4-yImethyl)-6- 
chloromethyl-2-methylbenzimidazole was obtained. 
[Physical Characteristics of Compound] 

'H-NMR (CDC1 3 , 5): 2.67 (3H,s), 4.71 (2H,s), 5.40 (2H.s), 7.12 (2H, d, J = 8.2Hz), 7.31 
- 7.38 (3H, m), 7.43 (2H, t), 7.52 - 7.58 (4H, m), 7.75 (1H, d, J = 8.2Hz). 

< Production Example 42; Production of l-(2-Chlorobenzyl)-6-formyl-2- 
methylbenzimidazole > 

Manganese dioxide (3.46g) was added to a toluene (100ml) solution of l-(2- 
chlorobenzyl)-6-hydroxymethyl-2-methylbenzimidazole (3.46g). As it is being dehydrated 
using the molecular sieves 4A, the toluene was refluxed by heating for 3.5 hours. The solids 
were separated and washed with chloroform. The filtrate was concentrated and 3.35g of l-(2- 
chlorobenzyl)-6-formyl-2-methylbenzimidazole was obtained. 
[Physical Characteristics of Compound] 

'H-NMR (CDC1 3) 5): 2.61 (3H, s), 5.48 (2H. s), 6.42 (1H, d, J - 7.8Hz), 7.11 (1H, t, J = 
7.6Hz), 7.27 (lH,t), 7.48 (1H, d, J = 8.0Hz), 7.76 (1H, s), 7.81 (1H, dd, J = 1.4 and 
8.3Hz), 7.86 (1H, d, J = 8.3Hz), 10.02 (lH,s). 
IR(KBr): 1676cm -1 . 
mp: 124.1- 125.2°C. 

< Production Example 43; Production of l-(2-Chlorobenzyl)-2-methylbenzunidazole-6- 
acetonitrile > 

Potassium cyanide (0.450g) and 18-crown-6 (0.450g) were added to a 
dimethylsulfoxide (10ml) solution of 1 -(2-chlorobenzyl)-6-chloromethyl-2- 
methylbenzimidazole (1.20g) and the solution was stirred for 18 hours at room temperature. 
Chloroform, water and a small mount of aqueous ammonia were added, and extraction was 
performed. The residuum, which was obtained by concentrating the organic layer, was 
purified using silica gel column chromatography (eluate: chloroform/methanol = 20/1) and 
thus, l-(2-chlorobenzyl)-2-methylbenzimidazole-6-acetonitrile (0.500g) was obtained. 
[Physical Characteristics of Compound] 

] H-NMR (CDCI3, 5): 2.52 (3H, s), 3.80 (2H,s), 5.37 (2H.s), 6.40 (1H, d, J = 7.6Hz), 7.09 



(lH,t), 7.10- 7.19 (2H,m), 7.23 (1H, t), 7.44 (1H, dj = 7.9Hz), 7.70 (1H, d, J = S.2Hz). 



< Production Example 44; Production of 6-Carboxy-l-(2-chlorobenzyl)benzimidazole > 

To 4-amino-3-(2-chlorobenzyI)amino-benzoic acid (0.490g), which was synthesized 
using the method described in U.S. Patent No. 5294631, 98%, formic acid (0.5ml) was added, 
and the solution was refluxed for one hour. The solids which precipitated in the reaction 
solution were collected. After washing them with water, they were dried and thus, 0.46Sg of 
6-carboxy-l-(2-chlorobenzyl)benzimidazole was obtained. 
[Physical Characteristics of Compound] 

'H-NMR(DMSO-d6,5): 5.69 (2H, s), 7.02 (1H, dd, J = 1.5 and 7.7Hz), 7.30(lH.t,J = 
7.5Hz), 7.36 (1H, dt, J = 1.7 and 7.5Hz), 7.53 (1H, dd, J = 1.3 and 7.9Hz), 7.75 (1H, d, J = 
8.4Hz), 7.83 (lH,dd, J = 1.5 and 8.4Hz), 8.09 (lH.s), 8.54 (lH,s), 12.8 (1H, br s). 

< Example 93; Synthesis of l-(2-ChlorobenzyI)-6-ethoxycarbonyl-2-methyIbenzimidazole 
(92) > 

2-Chlorobenzyl bromide (lOOg) was added to an ethanol (750ml) solution of 4- 
acetylamino-3-amino-ethylbenzoate (86.0g) and potassium carbonate (37.3g), and the 
solution was stirred for 14 hours at 60°C. Solids were separated through filtration and the 
filtrate was concentrated to 500ml under reduced pressure. 35% hydrochloric acid (38.7g) 
was added and the solution was stirred for two hours at 60°C. After solids were separated 
through filtration and the solution was neutralized with sodium hydrogencarbonate, the 
ethanol was removed through evaporation under reduced pressure. Ethyl acetate and water 
were added, and extraction was performed (three times). After the organic layer was washed 
with water and dried, the solvent was removed through evaporation until the organic layer 
became 300ml in volume. Precipitated crystals were separated through filtration and were 
recrystallized through ethanol. Thus, 54.3g of l-(2-chlorobenzyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole was obtained. Furthermore, crystals were obtained by collecting and 
concentrating all filtrates. The crystals were recrystallized with ethanol. Thus, 18.1gof l-(2- 
chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole (92) was obtained. 
[Physical Characteristics of the Compound (92)] 

'H-NMR (CDC1 3 , 8): 1.39 (3H,t, J = 7.1Hz), 2.57 (3H, s), 4.37 (2H, q, J = 7.1Hz), 5.46 
(2H,s), 6.41 (lH.d,J = 7.8Hz), 7.10 (1H, t, J- 7.8Hz), 7.25 (1H, t), 7.47 (1H, d, J = 
8.0Hz), 7.75 (lH,d, J = 8.4Hz), 7.94 (lH,s), 8.00 (1H, d, J = 1.5 and 8.4Hz). 
mp: 126.0 - 127.0°C. 

< Example 94; Synthesis of 6-Carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (121) > 
A 10% sodium hydroxide aqueous solution (240g) and ethanol (200ml) were added 
to l-(2-chlorobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole (60.0g), and the solution was- 
refluxed by heating for two hours. After cooling down, the acidity of the reaction solution 
was adjusted to pH 6 with 10% hydrochloric acid. Precipitated crystals were separated 



through filtration, dried and 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (121) 
(54.7g) was obtained, 

[Physical Characteristics of the Compound (121)] 

1 H-NMR (DMSO-d6, 8): 2.51 (3H,s), 5.62 (2H, s), 6.54 (1H, d, J = 7.7Hz), 7.23 (1H, t, J 
= 7.5Hz), 7.33(lH.t,J = 7.7Hz), 7.55 (1H, d, J = S.OHz), 7.63 (1H, d, J = S.4Hz), 7.79 
(lH,d, J = 8.4Hz), 7.79 (lH,d, J = 8.4Hz), 7.95 (1H, s). 
mp: 300.8 - 303.0°C. 

< Example 95; Synthesis of l-(2-Chlorobenzyl)-2-methylbenzimidazole-6-acetic Acid (160) 
> 

To l-(2-chlorobenzyl)-2-methylbenzimida2ole-6-acetonitrile (0.500g), 10% 
hydrochloric acid was added, and the solution was refluxed by heating for 15 hours. It was 
neutralized with a saturated sodium hydrogencarbonate aqueous solution, and chloroform 
extraction was performed. The organic layer was concentrated and purified using silica gel 
column chromatography (eluate: chloroform/ethanol = 9/1 - 4/1). Thus, l-(2-chlorobenzyl)- 
2-methylbenzimidazole-6-acetic acid (160) (0.1 70g) was obtained. 
[Physical Characteristics of the Compound (160)] 

1 H-NMR (CDCI3, 5): 2.42 (3H, s), 3.56 (2H, s), 5.15 (2H,s), 6.33 (1H, d), 6.96 (1H, t), 
7.03 (lH.s), 7.13 (2H,m), 7.35 (1H, d, J = 7.9Hz), 7.62 (1H, d), 8.90 (1H, br s). 

< Example 96; Synthesis of l-(2-Chlorobenzyl)-2-methylbenzimidazole-6-methyl Acrylate 

(161) > 

Triphenylphosphoranyl-methyl acetate (4.49g) was added to a 1 ,4-dioxane (50ml) 
solution of l-2-chlorobenzyl)-6-formyl-2-methylbenzimidazole (2.73g), and the solution was 
stirred for six hours as it was refluxed by heating. After the reaction solution was cooled, the 
solvent was removed through evaporation under reduced pressure and the residuum was 
purified using silica gel chromatography (eluate: chloroform/methanol = 9/1). Thus 7.43g of 
a preliminarily purified material of l-(2-chlorobenzyl)-2-methylbenzimidazole-6-methyl 
acrylate (161) was obtained. This prelirninarily purified material was immediately used for 
the following reaction. 

< Example 97; Synthesis of l-(2-Chlorobenzyl)-2-methylbertzimidazole-6-acrylic Acid 

(162) > 

The above-mentioned preliminarily purified material, 3.29g, of l-(2-chlorobenzyl)- 
2-methylbenzimidazole-6-methyl acrylate was dissolved in ethanol (20ml), 5% sodium 
hydroxide aqueous solution (lO.lg) was added, and the solution was refluxed for two hours. 
The reaction solution was neutralized with a hydrochloric acid aqueous solution, and a 
residuum was obtained by concentrating the solvent under reduced pressure. The residuum — 
was purified using silica gel chromatography (eluate: chloroform/methanol = 9/1 - 6/1), and 
thus, 1.1 Og of l-(2-chloroberizyl)-2-methylbenzimida2ole-6-acrylic acid (162) was obtained. 



[Physical Characteristics of the Compound (162)] 

'H-NMR (DMSO-d6, 5): 2.56 (3H, s), 5.65 (2H, s), 6.54 (1H; d, J = 15.9Hz), 6.62(lH,d,J 
= 7.6Hz), 7.25 (lH.t), 7.35 (lH,t), 7.56 (1H, d, J = S.lHz), 7.60 - 7.70 (3H, m), 7.99 
(lH.s), 12.35 (IH.br s). 

< Example 98; Synthesis of 6-BenzenesulfonyIcarbamoyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (163) > 

l^N'-carbonyldiimidazole (45. Sg) was added all at once to an N,N- 
dimethylformamide (950ml) solution of 6-carboxy-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (45. Og), and the solution was stirred for one hour at room temperature. 
Subsequently, benzenesulfonamide (47. lg) and diazabicycloundecene (35. Og) were added, 
and the solution was stirred for 70 hours at 100°C. The reaction solution was cooled and the 
solvent was removed through evaporation under reduced pressure. Water (300ml) and 
methanol (200ml) were added to the residuum, and moreover, 35% hydrochloric acid was 
added to adjust the acidity of the solution to pH5.5. Precipitated crystals were separated 
through filtration, washed with a mixture solution (200ml) of methanol and water (1/1), dried 
and thus, 38.4g of 6-benzenesulfonyl carbamoyl- l-(2-chlorobenzyl)-2-methylben2imidazole 
was obtained. In addition, water was added to filtrates and crystals precipitated. The crystals 
were separated through filtration, washed with water, dried and thus, 13. 3g of the material 
was obtained. Both sets of crystals were gathered and dissolved by adding acetone (3300ml) 
and water (900ml) and by heating. The solvent was removed by 200ml through evaporation 
as this solution was heated. Then the solution was cooled. Precipitated crystals were 
separated through filtration, dried, and thus, 33. 8g of 6-benzenesulfonylcarbamoyl-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (163) was obtained. 
[Physical Characteristics of the Compound (163)] 

] H-NMR (DMSO-d6, 5): 2.53 (3H, s), 5.46 (2H, s), 6.34 (1H, d, J - 7.8Hz), 7.1 1 (1H, m), 
7.27 (lH,m), 7.48 (lH,m), 7.52 (2H, m), 7.60 (lH,m), 7.69 (1H, d, J = 8.6Hz), 7.90 (1H, 
m), 8.09 (2H,m), 8.11 (lH,s), 1 1.84 (1H, br s). 
IR(KBr): 1684,1448cm -1 . 
Mass(FAB): m/e440(M+l). 
mp: 273.5 -274.3°C. 

< Example 99; Synthesis of 6-Ben2enesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
methylbenzimidazole (164) > 

By using the method of Example 98, 6-berizenesulfonylcarbamoyI-l-(biphenyl-4- 
ylmethyl)-2-methylben2imidazole (164) (0.473g) was obtained from 1 -(biphenyl-4- 
ylmethyl>2-ethyl-6-carboxybenzimidazole (0.600g), N,N'-carbonyldiimidazole (0.546g), 
benzenesulfonamide (0.529g) and diazabicycloundecene (0.5 12g). - 
[Physical Characteristics of the Compound (164)] 

■H-NMR (DMSO-d6, 5): 1.29 (3H, t, J = 7.4Hz), 2.88 (2H, q, J = 7.4Hz), 5.59 (2H, s), 



7.16 (2H,d, J = S.2Hz), 7.33 - 7.37 (1H, m), 7.44 (2H, t, J = 7.5Hz), 7.59 - 7.71 (SH, m), 
7.74(lH,dd, J = S.4and 1.4Hz), 7.98 - S.02 (2H, m), 8.21 (lH,s), 12.43 (1H, br s). 
IR(KBr): 1684cm' 1 . 
mp: 149.5 - 157.0°C. 

< Example 100; Synthesis of 5-BenzenesulfonyIcarbamoyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (165) > 

By using the method of Example 98, 5-benzenesulfonylcarbamoyl-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (165) (0.480g) was obtained from 5-carboxy-l-(2- 
chIorobenzyl)-2-methylbenzimidazole (0.450g), N,N"-carbonyldiimidazole (0.485g), 
benzenesulfonamide (0.470g) and diazabicycloundecene (0.456g). 
[Physical Characteristics of the Compound (165)] 

] H-NMR (DMSO-d6, 5): 2.53 (3H, s), 5.61 (2H, s), 6.57 (1H, d, J = 7.4Hz), 7.22 (lH.t), 
7.33 (lH.t), 7.50 (lH t d, J = 8.6Hz), 7.54 (1H, dd, J - 7.9 and 0.9Hz), 7.63 (2H, t), 7.71 
(2H, m), 8.00 (2H, d, J = 7.3Hz), 8.21 (1H, d, J = MHz), 12.50 (1H, br s). 
IR(KBr): 1685cm* 1 . 
mp: 137.0- 138.5°C. 

< Example 101; Synthesis of 5-(4-Benzenesulfonylcarbamoyl)-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (166) > 

By using the method of Example 98, 5-(4-benzenesulfonylcarbamoyl)-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (166) (0.520g) was obtained from 5-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.450g), N,N"-carbonyldiimidazole (0.485g), 4- 
chlorobenzenesulfonamide (0.5 73g) and diazabicycloundecene (0.456g). 
[Physical Characteristics of the Compound (1 66)] 

] H-NMR (DMSO-d6, 5): 2.49 (3H, s), 5.58 (2H, s), 6.51 (1H, d, J = 7.6Hz), 7.21 (1H, t), 
7.32 (1H, t), 7.45 (1H, d, J = 8.6Hz), 1 7.53 (1H, d, J = 7.8Hz), 7.69 (3H, d, J = 8.6Hz), 7.99 
(2H, d, J = 8.6Hz), 8.18 (lH,s), 12.58 (1H, br s). 
ER(KBr): 1619cm" 1 . 
mp: 261.5 -263.0°C. 

< Example 102; Synthesis of l-(2-Chlorobenzyl)-2-methyl-5-(2- 
naphthalenesulfonylcarbamoyl)ben2imidazole (167) > 

By using the method of Example 98, l-(2-chlorobenzyl)-2-methyl-5-(2- 
naphthalenesulfonylcarbamoyl)benzimidazole (167) (0.352g) was obtained from 5-carboxy- 
l-(2-chlorobenzyl)-2-methylben2imidazole (0.450g), N,N*-carbonyldiimidazole (0.485g), 2- 
naphthalenesulfonamide (0.620g) and diazabicycloundecene (0.456g). 
[Physical Characteristics of the Compound (167)] 

■H-NMR (DMSO-d6, 8): 2.48 (3H, s), 5.56 (2H, s), 6.49 (1H, d, J = 7.7Hz), 7.20(1H,U 
= 7.6Hz), 7.31 (1H, t, J = 7.7Hz), 7.44 (1H, d, J = 8.6Hz), 7.52 (1H, d, J = 8.0Hz), 7.66 - 



7.75 (3H,m), 7.97 (1H, d, J = S.SHz), S.04 (1H, d, J - S.OHz), 8.14 (1H, d; J = S.SHz), 
8.19 (IH.s), 8.23 (lH.d, J = S.OHz), S.6S(lH,s), 12.55 (1H, br s). 
IR(KBr): 1685cm' 1 . 
mp: 236.5 - 23S.O°C. 

< Example 103; Synthesis of l-(2-Chlorobenzyl)-6-methanesuIfonylcarbamoyl-2- 
methylbenzimidazole (168) > 

By using the method of Example 98, l-(2-chIorobenzyl)-6- 
methanesulfonylcarbamoyI-2 -methylbenzimidazole (16S) (0.564g) was obtained from 6- 
carboxy-l-(2-chIorobenzyl)-2-methylbenzimidazole(0.500g), N,N'-carbonyldiimidazoIe 
(0.539g), methanesulfonamide (0.3 16g) and diazabicycloundecene (0.506g). 
[Physical Characteristics of the Compound (168)] 

] H-NMR(DMSO-d6,5): 2.49 (3H, s), 3.35 (3H, s), 5.60 (2H, s), 6.43 (1H, d, J = 7.8Hz), 
7.23 (lH,t), 7.34(lH,t,J = 7.7Hz), 7,57 (1H, d, J = S.OHz), 7.68 (1H, d, J = 8.5Hz), 7.81 
(lH,dd,J=1.7and8.5Hz), 8.13 (1H, d, J = 1.5Hz), 11.94 (1H, brs). 
IR(KBr): 1670cm -1 . 
mp: 302.0 -303.0°C. 

< Example 104; Synthesis of 6-(Butanesulfonylcarbamoyl)-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (169) > 

By using the method of Example 98, 6-(butanesulfonyl carbarn oyl)-l -(2- 
chloroben2yl)-2-methylbenzimidazole (169) (0.595g) was obtained from 6-carboxy- 1 -(2- 
chlorobenzyl)-2 -methylbenzimidazole (0.500g), N,N'-carbonyldiimidazole (0.539g), 1- 
butanesulfonamide (0.456g) and diazabicycloundecene (0.506g). 
[Physical Characteristics of the Compound (169)] 

^-NMRCDMSO-de.S): 0.84 (3H, t, J = 7.4Hz), 1.38 (2H,m), 1.65 (2H, m), 2.49 (3H, s), 
3.49 (2H,m), 5.60 (2H, s), 6.44 (1H, d, J = 7.6Hz), 7.23 (1H, t, J = 7.6Hz), 7.35 (1H, t), 
7.56 (lH,d, J = 8.0Hz), 7.68 (1H, d, J - 8.4Hz), 7.80 (1H, dd, J = 1.6 and 8.4Hz), 8.11 (1H, 
d, J = 1.4Hz), 1 1.86 (1H, brs). 
IR(KBr): 1684cm' 1 . 
mp: 214-217.0°C. 

< Example 105; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(l-octanesulfonylcarbamoyl) 
benzimidazole (1 70) > 

By using the method of Example 98, l-(2-chlorobenzyl)-2-methyl-6-(l- 
octanesulfonylcarbamoyl)benzimida2ole (170) (0.309g) was obtained from 6-carboxy- 1 -(2- 
chloroben2yl)-2-methylben2imidazole (0.400g), N,N'-carbonyldiimidazole (0.43 lg), 1- 
octanesulfonamide (0.406g) and diazabicycloundecene (0.404g). - 
[Physical Characteristics of the Compound (170)] 

] H-NMR(DMSO-d6,6): 0.82 (3H, t, J = 7.3Hz), 1.13 - 1.28 (SH, m), 1.32- 1.41 (2H, m), 



1.62- 1.71 (2H,m), 2.50 (3H,s), 3.50 (2H, t, J = S.5Hz), 5.61 (2H,s), 6.45(lH,d,J = 
7.7Hz), 7.24(lH,t,J = 7.5Hz), 7.35 (1H, t, J = 7.5Hz), 7. 58 (1H, d, J = S.OHz), 7.69 (1H, 
d,J = S.4Hz), 7.S1 (lH,d f J = S.5Hz), S.12(lH,s), U.S6(lH,s). 
IR(KBr): 1674cm* 1 . 
mp: 1S0.0- 1S3.0°C. 

< Example 106; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(2-propanesulfonylcarbamoyl) 
benzimidazole (171) > 

By using the method of Example 98, l-(2-chlorobenzyl)-2-methyl-6-(2- 
propanesulfonylcarbamoyl)benzimidazole (171) (0.41 7g) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.400g), N,N'-carbonyldiimidazole (0.43 lg), 1- 
propanesulfonamide (0.32Sg) and diazabicycloundecene (0.404g). 
[Physical Characteristics of the Compound (171)] 

'H-NMR(DMSO-d6,5): 1.30 (6H, d, J = 6.9Hz), 2.50 (3H,s), 3.81 -3.87 (1H, m), 5.62 
(2H,s), 6.46 (lH,d, J = 7.7Hz), 7.25 (1H, t, J = 7.5Hz), 7.35 (1H, t, J = 7.5Hz), 7.62 (1H, 
d, J = 7.9Hz), 7.69 (1H, d, J = 8.5Hz), 7.81 (1H, d, J = 8.6Hz), 8.12 (lH,s), 11.83(lH,s). 
IR(KBr): 1670cm" 1 . 
mp: 215.0 -217.5°C. 

< Example 107; Synthesis of l-(Biphenyl-4-ylmethyl)-6-(l-butanesulfonylcarbamoyl)-2- 
methylbenzimidazole (172) > 

By using the method of Example 98, l-(biphenyl-4-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methylbenzimidazole (172) (0.349g) was obtained from 1- 
(biphenyl-4-ylmethyl)-6-carboxy-2-methylbenzimidazole (0.300g), N,N*- 
carbonyldiimidazole (0.323g), 1-butanesulfonamide (0.273g) and diazabicycloundecene 
(0.303g). 

[Physical Characteristics of the Compound (172)] 

] H-NMR (DMSO-d6, 8): 0.85 (3H, t, J = 7.4Hz), 1.36 - 1.43 (2H, m), 1.63 - 1.72 (2H, m), 
2.57 (3H,s), 3.52 (2H,t, J = 7.7Hz), 5.60 (2H, s), 7.21 (2H, d, J = 8.2Hz), 7.35(lH,t,J = 
7.3Hz), 7.44 (2H,t, J = 7.5Hz), 7.60 - 7.68 (5H, m), 7.81 (1H, dd, J = 1.6 and 8.4Hz), 8.26 
(lH,d, J = 1.4Hz), 11.97(lH,s). 
IR(KBr): 1676cm' 1 . 
mp: 219.5 - 222.5°C. 

< Example 108; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (173) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (173) (0.459g) was obtained from 6-carboxy-l-(2,4- — 
dichlorobenzyl)-2-methylbenzimidazole (0.400g), N,N'-carbonyldiimidazole (0.43 lg), 1- 
butanesulfonamide (0.364g) and diazabicycloundecene (0.404g). 



[Physical Characteristics of the Compound (173)] 

'H-NMR(DMSO-d6,8): 0.S5 (3H, t, J = 7.3Hz), 1.36- 1.42 (2H, m), 1.63 - 1.70 (2H, m), 
2.50 (3H,s), 3.51 (2H, t, J = 7.7Hz), 5.59 (2H, s), 6.45 (1H, d, J = 8.4Hz), 7.33 (1H, dd, J = 
2.1 andS.4Hz), 7.69 (1H, t, J = 8.4Hz), 7.76 (1H, d, J = 2.0Hz), 7.81 (1H, dd, J = 1.7 and 
8.5Hz), S.ll (lH,d,J=1.3Hz), 11.90(lH,s). 
IR(KBr): 1670cm" 1 . 
mp: 222.0 - 223.0°C. 

< Example 109; Synthesis of l-(Biphenyl-4-ylmethyI)-6-(l-butanesuifonylcarbamoyl)-2- 
ethylbenzimidazole (174) > 

By using the method of Example 98, l-(biphenyl-4-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-ethylbenzimidazoIe (174) (0.300g) was obtained from 1- 
(biphenyl-4-ylmethyl)-6-carboxy-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole 
(0.340g), 1-butanesulfonamide (0.300g) and diazabicycloundecene (0.320g). 
[Physical Characteristics of the Compound (174)] 

'H-NMR(DMSO-d6,6): 0.85 (3H, t, J = 7.3Hz), 1.30 (3H, t, J = 7.5Hz), 1.35- 1.44 (2H, 
m), 1.64- 1.72 (2H,m), 2.90 (2H, q, J = 7.4Hz), 3.52 (2H, t, J = 7.7Hz), 5.61 (2H, s), 7.19 
(2H,d,J = 8.3Hz), 7.35 (1H, t, J = 7.3Hz), 7.44 (2H, t, J = 7.5Hz), 7.61 - 7.67(4H, m), 
7.71 (lH,d, J = 8.5Hz), 7.82 (1H, dd, J = 1.6 and 8.5Hz), 8.27 (1H, d, J = 1.3Hz), 12.01 
(1H, s). 

IR(Nujol): 1687, 1682cm -1 . 
mp: 171.8-173.0°C. 

< Example 110; Synthesis of 6-BenzenesulfonylcarbamoyI-l-(biphenyl-4-ylmethyl)-2- 
trifluoromethylbenzimidazole (175) > 

By using the method of Example 98, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-trifluoromethylbenzimidazole (175) (0.508g) was obtained from l-(biphenyl-4- 
ylmethyl)-6-carboxy-2-trifluoromethylbenzimidazole (0.483g), N,N'-carbonyldiimidazole 
(0.396g), benzenesulfonamide (0.383g) and diazabicycloundecene (0.371g). 
[Physical Characteristics of the Compound (175)] 

'H-NMR (DMSO-d6, 5): 5.81 (2H, s), 7.15 (2H, d, J = 8.3Hz), 7.35 (1H, t, J = 7.5Hz), 
7.44 (2H,t, J = 7.5Hz), 7.60 - 7.66 (6H, m), 7.70 (1H, t, J = 7.4Hz), 7.91 (1H, dd, J = 8.7 
and 1.4Hz), 7.96 - 8.01 (3H, m), 8.42 (1H, s), 12.65 (1H, s). 
IR(KBr): 1685cm* 1 . 
mp: 164.5 - 167.0°C. 

< Example 111; Synthesis of 5-Benzenesulfonylcarbamoyl-l-(biphenyl-4-yhnethyl)-2- 
trifluoromethylbenzimidazole (176) > _ 

By using the method of Example 98, 5-ben2enesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-trifluoromethylbenzimidazole (176) (0.286g) was obtained from l-(biphenyl-4- 



ylmethyl)-5-carboxy-2-trinuoromethylbenzimida2olc (0.270g), K\N*-carbonyldiimidazole 
(0.22 lg), benzenesulfonamide (0.2 14g) and diazabicycloundecene (0.207g). 
[Physical Characteristics of the Compound (176)] 

■H-NMR(DMSO-d6,8): 5.79 (2H, s), 7.15 (2H, d, J = 8.1Hz), 7.35 (1H, t, J = 7.5Hz), 
7.43 (2H, t, J = 7,5Hz), 7.59 - 7.67 (6H, m), 7.72 (IH, t, J = 7.6Hz), 7.83(lH,d,J = 
8.8Hz), 7.94 (lH,d, J = S.9Hz), 8.02 (2H, d, J = 7.4Hz), 8.49 (IH.s), 12.69 (lH,s). 
IR(KBr): 1699cm* 1 . 
mp: 248.5 -251.0°C. 

< Example 112; Synthesis of 6-BenzenesulfonyIcarbamoyl-2-cyclopropyl-l-(2- 
flurorobenzyl)benzimidazole (177) > 

By using the method of Example 98, 6-benzenesulfonylcarbamoyl-2-cyclopropyl-l- 
(2-flurorobenzyl)benzimidazole (177) (0.730g) was obtained from 6-carboxy-2-cyclopropyl- 
l-(2-fluorobenzyI)benzimidazole (0.930g), N,N'-carbonyldiimidazole (0.972g), 
benzenesulfonamide (0.942g) and diazabicycloundecene (0.906g). 
[Physical Characteristics of the Compound (177)] 

'H-NMR (DMSO-d6, 5): 1.04 (4H,m), 2.15 (lH,m), 5.70 (2H, s), 6.85 (1H, t, J = 7.5Hz), 
7.12 (1H, t, J = 7.5Hz), 7.22- 7.38 (2H,m), 7.54 - 7.70 (5H, m), 7.99 (2H, d, J = 7.5Hz), 
8.11 (1H, s). 
White Powder 

< Example 1 13; Synthesis of N-Benzenesulfonyl-3-[l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-yl]acrylamide (178) > 

By using the method of Example 98, N-benzenesulfonyl-3-[l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-yl]acrylamide (178) (1.05g) was obtained from l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-acrylic acid (1.10g), N,N'-carbonyldiimidazole (1.09g), 
benzenesulfonamide (1.06g) and diazabicycloundecene (L02g). 
[Physical Characteristics of the Compound (178)] 

] H-NMR (DMSO-d6, 5): 2.47 (3H, s), 5.55 (2H, s), 6.46 - 6.55 (2H, m), 7.22(lH,t,J = 
7.6Hz), 7.32 (lH,t, J = 7.7Hz), 7.40 (1H, d, J = 8.4Hz), 7.52 - 7.66 (6H, m), 7.69 (1H, t), 
7.93 (2H, d, J = 7.9Hz), 12.17 (1H, br s). 
IR(KBr): 1687cm" 1 . 
Mass(FAB): m/e 466(M+1). 
mp: 243.1- 244.3 °C. 

< Example 1 14; Synthesis of N-Benzenesulfonyl-2-[l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-yl]acrylamide (179) > 

By using the method of Example 98, N-benzenesulfonyl-2-[l-(2-chlorobenzyl)-2- - 
memylbenzimidazole-6-yl]acrylamide (179) (0.09g) was obtained from l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-acrylic acid (0.1 70g), N,N'-carbonyldiimidazole (0.1 75g), 



benzenesulfonamide (0.1 70g) and diazabicycloundecene (0.1 64g). 
[Physical Characteristics of the Compound ( 1 79)] 

'H-NMRCDMSO-de.S): 2.44 (3H, s), 3.57 (2H, s), 5.46 (2H, s), 6.41 (1H, d, J = 7.7Hz), 
6.96 (lH,d, J = 7.0Hz), 7.16 (lH,s), 7.20 (1H, t), 7.32 (lH.t), 7.47 (1H, d, J = 8.2Hz), ' 
7.52- 7.59 (3H,m), 7.67 (1H, t, J = 7.5Hz), 7.84 (2H, d, J - 7.4Hz), 12.28 (1H, brs). ' 
IR(KBr): 1719cm" 1 . 
mp: 236.2 -237.8°C. 

< Example 115; Synthesis of l-(2,4-DichIorobenzyI)-2-methyl-6-[(2-pyridylmethyI) 
carbamoyljbenzimidazole (180) > 

Dichloromethane (150ml) and a few drops of N-dimethylformamide were added to 
6-carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazoIe (9.00g), and the solution was 
chilled with ice. Oxalyl chloride (6.84g) was dripped into the solution, which was then 
stirred for a few minutes. After the solution was further stirred for 1.5 hours at room 
temperature, the solution was concentrated under reduced pressure to a third of its original 
volume. Precipitants were collected and added to a dichloromethane (200ml) solution of 2- 
aminomethylpyridine (2.69g) and triethylamine (7.34g) over a few doses while it was chilled 
with ice. After the solution was stirred for 1 5 hours, the reaction solution was washed with • 
water three times, and was further washed with a saturated sodium hydrogencarbonate 
aqueous solution. The organic layer was concentrated under reduced pressure, and crystals 
were formed using ethyl acetate. When crystals were separated through filtration and dried, 
4.35g of l-(2,4-dichlorobenzyl)-2-me^ 
(ISO) was obtained. 

[Physical Characteristics of the Compound (180)] 

l H-°NMR(CDCl h d): 2.56 (3H, s), 4,76 (2H, d, J = 4.8Hz), 5.40 (2H, s), 6.33(lH,d,J = 
8.4Hz), 7.07 (1H, dd, J = 8.4 and 2.0Hz), 7.22 (1H, dd, J = 7.4 and 4.9Hz), 7.33 (1H, d, J - 
7.9Hz), 7.48 (1H, d, J = 2.1Hz), 7.62 - 7.79 (4H, m), 7.86 (1H, d, J = 1.1Hz), 8.57 (1H, d, 
J = 4.9Hz). 
IR(KBr): 1645cm* 1 . 
mp: 204.5 -206.5°C. 

< Example 1 16; Synthesis of l-Methyl-2-n-propyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole (181) > 

By using the method of Example 1 15, l-methyl-2-n-propyl-6-[(2- 
pyridylmethyl)carbainoyl]benzimida2ole (181) (0.213g) was obtained from 6-carboxy-l- 
methyl-2-n-propylben2imidazole (0.402g), oxalyl chloride (0.468g), 2-aniinomethylpyridine 
(0.1 99g) and triethylamine (0.559g). 
[Physical Characteristics of the Compound (181)] 

'H-NMR (CDCI3, 5): 1.08 (3H,t, J = 7.4Hz), 1.92 (2H,m), 2.88 (2H.ni), 3.76 (3H, s), 
4.80 (2H,d, J = 4.8Hz), 7.22 (1H, dd, J = 2.5 and 7.5Hz), 7.35 (1H, d, J = 7.8Hz), 7^67- 



7.77 (4H,m), 7.S0(1H, s), S.5S (1 H, dd, J = 4.9 and 0.9Hz). 
IR(KBr): 1647cm" 1 . 
mp: 140.5 - 141,5°C. 

< Example 117; Synthesis of l-(2-ChlorobenzyI)-2-methyl-6-[(2-p>Tidylmethyl)carbamoyl] 
benzimidazole (1S2) > 

By using the method of Example 115, l-(2-chlorobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (182) (0.1 64g) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (OJOOg), oxalyl chloride (0.253g), 2- 
aminomethylpyridine (O.lOSg) and triethylamine (0.302g). 
[Physical Characteristics of the Compound (182)] 

'H-NMR (CDCI3, 5): 2.56 (3H,s), 4.76 (2H, d, J = 4.8Hz), 5.45 (2H, s), 6.40(lH,d,J = 
7.8Hz), 7.08 (lH,t, J = 7.6Hz), 7.20- 7.27 (2H, m), 7.33 (1H, d, J = 7.8Hz), 7.45(lH,dd, 
J = 0.9 and 8.1Hz), 7.64 (1H, s), 7.65 - 7.69 (1H, m), 7.72 (1H, dd, J = 1.5 and 8.4Hz), 
7.77 (1H, d, J = S.4Hz), 7.88 (1H, d, J = 1.2Hz), 8.56 (1H, d, J = 4.7Hz). 
IR(KBr): 1646cm" 1 . 
mp: 156.5 - 157.5°C. 

< Example 118; Synthesis of 2-n-Propyl-l-i-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (183) > 

By using the method of Example 1 15, 2-n-propyl-l-i-propyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (183) (0.020g) was obtained from 6-carboxy-2-n- 
propyl-l-i-propylbenzimidazole (0.095g), oxalyl chloride (0.1 OOg), 2-aminomethylpyridine 
(0.039g) and triethylamine (0.097g). 
[Physical Characteristics of the Compound (183)] 

'H-NMRtCDCb.S): 1.08 (3H, t, J = 7.4Hz), 1.69 (6H, d, J = 7.1Hz), 1.87- 1.93 (2H f m), 
2.90 (2H, t, J = 7.8Hz), 4.69 - 4.75 (1H, m), 4.80 (2H, d, J = 4.9Hz), 7.23 (1H, dd, J - 7.3 
and 2.1Hz), 7.37 (1H, d, J = 7.7Hz), 7.62 - 7.77 (4H, m), 8.21 (lH,s), 8.58(lH,d,J- 
4.5Hz). 

IR(KBr): 1631cm' 1 . 
mp: 155.0- 156.9°C. 

< Example 1 19; Synthesis of l-n-Butyl-2-n-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (1 84) > 

By using the method of Example 115, l-n-butyl-2-n-propyl-6-[(2- 
pyridylrnethyl)carbamoyl]benzimidazole (184) (0.283g) was obtained from l-n-butyl-6- 
carboxy-2-n-propylbenzimidazole (0.500g), oxalyl chloride (0.487g), 2-aminomethylpyridine 
(0.208g) and triethylamine (0.582g). 
[Physical Characteristics of the Compound (184)] 

'H-NMR (CDCI3, 5): 0.97 (3H, t, J = 7.3Hz), 1.08 (3H, t, J = 7.4Hz), 1.37 - 1.46 (2H, m), 



1.76- 1.83 (2H,m), 1.92 - 2.00 (2H, m), 2.S6 (2H, t, J = 7.8Hz), 4.15 (2H, t, J = 7.6Hz), 
4.Sl(2H,d,J = 4.SHz), 7.23 (lH.dd, J = 7.3 and 2.4Hz), 7.36 (1H, d, J = 7.8Hz), 7.63- 
7.76 (4H,m), 8.02 (lH.s), 8.58 (1H, d,J = 4.7Hz). 
IR(KBr): 1631cm- 1 . 
mp: 105.8- 107.2°C. 

< Example 120; Synthesis of l-(3-Chlorobenzyl)-2-n-propyI-6-[(2-pyridylmethyI) 
carbamoyljbenzimidazole (185) > 

By using the method of Example 115, l-(3-chlorobenzyI)-2-n-propyl-6-[(2- 
pyridyImethyI)carbamoyl]benzimidazole (185) (0.31 Ig) was obtained from 6-carboxy-l-(3- 
chlorobenzyl)-2-n-propylbenzimidazole (0.5S0g), oxalyl chloride (0.407g), 2- 
aminomethylpyridine (0.1 73g) and triethylamine (0.4S6g). 
[Physical Characteristics of the Compound (185)] 

] H-NMR (CDCb, 5): 1.03 (3H, t, J = 7.4Hz), 1.85 - 1.93 (2H, m), 2.80 (2H, t, J = 7.5Hz), 
4.77 (2H, d, J = 4.8Hz), 5.36 (2H, s), 6.86 (1H, d, J = 7.4Hz), 7.02 (1H, s), 7.20 - 7.28 
(3H,m), 7.33 (lH,d, J = 7.8Hz), 7.63 - 7.73 (3H, m), 7.79 (1H, d, J = 8.4Hz), 7.91 (lH,d, 
J = 1.3Hz), 8.57 (lH,d, J = 4.7Hz). 
IR(KBr): 1643cm' ! . 
mp: 157.7 - 158.8°C. 

< Example 121; Synthesis of 1 -Benzyl -2-n-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (186) > 

By using the method of Example 115, l-benzyl-2-n-propyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (186) (0.350g) was obtained from l-benzyl-6- 
carboxy-2-n-propylbenzimidazole (0.850g), oxalyl chloride (0.949g), 2-aminomethylpyridine 
(0.404g) and triethylamine (1.1 32g). 
[Physical Characteristics of the Compound (186)] 

'H-NMR (CDCI3, 6): 1.01 (3H, t, J = 7.4Hz), 1.83 - 1.92 (2H, m), 2.82 (2H, t, J = 7.6Hz), 
4.77 (2H, d, J = 4.8Hz), 5.40 (2H, s), 7.03 (2H, d, J = 6.5Hz), 7.21 (1H, dd, J = 7.1 and 
2.1Hz), 7.18- 7.34 (4H, m), 7.60 (1H, s), 7.65 - 7.72 (2H, m), 7.78 (1H, d, J = 8.4Hz), 
7.94 (1H, d, J = 1.2Hz), 8.56 (1H, d, J = 4.2Hz). 
IR(KBr): 1642cm' 1 . 
mp: 121.9- 123. 1°C. 

< Example 122; Synthesis of l-(4-Chlorobenzyl)-2-propyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (187) > 

By using the method of Example 115, l-(4-chlorobenzyl)-2-propyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (187) (0.089g) was obtained from 6-carboxy-l-(4- - 
chlorobenzyl)-2-propylbenzimidazole (0.547g), oxalyl chloride (0.3 84g), 2- 
aminomethylpyridine (0.1 63g) and triethylamine (0.458g). 



[Physical Characteristics of the Compound (1S7)] 

'H-NMR (CDCh, 5): 1.02(3H, t,J = 7.4Hz), 1.84 - 1.92 (2H, m), 2.77 - 2.S3 (2H, m), 
4.76 (2H, d, J = 4.SHz), 5.36 (2H, s), 6.96 (2H, d, J = S.3Hz), 7:22 (1H, dd f J = 6.4 and 
(MHz), 7.27 (2H, dd, J = S.3 and 1 .3Hz), 7.33 (1H, d, J = 7.8Hz), 7.62 - 7.73 (3H, m), 
7.7S (1H, d, J = S.4Hz), 7.91 (1H, d, J = 0.9Hz), 8.56 (1H, dd, J = 4.9 and O.SHz). 
IR(KBr): 1643cm* 1 . 
mp: 15S.8-161.0°C. 

< Example 123; Synthesis of 2-Benzyl-l-methyl-6-[(2-pyridylmcthyl)carbamoyl] 
benzimidazole (1SS) > 

By using the method of Example 115, 2-benzyl-l-methyl-6-[(2- 
pyridylmethyl)carbamoyI]benzimidazole (188) (0.171 g) was obtained from 2-benzyl-6- 
carboxy-l-methylbenzimidazole (0.3 lOg), oxalyl chloride (0.295g), 2-aminomethylpyridine 
(0.1 OSg) and triethylamine (0.303g). 
[Physical Characteristics of the Compound (188)] 

1 H-NMR (CDC1 3 , 5): 3.66 (3H, t), 4.35 (2H, s), 4.80 (2H, d, J = 4.8Hz), 7.21 - 7.37 (7H, 
m), 7.66 (lH.brt), 7.67- 7.73 (2H,m), 7.78 (1H, d, J = 8.4Hz), 7.98 (1H, s), 8.58 (lH,d, 
J = 4.9Hz). 
IR(KBr): 1632cm' 1 . 
mp: 168.5 - 169.5°C. 

< Example 124; Synthesis of l-(2,6-Dichlorobenzyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimidazole (189) > 

By using the method of Example 115, l-(2,6-dichlorobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (189) (0.040g) was obtained from 6-carboxy-l-(2,6- 
dichlorobenzyl)-2-methylben2imidazole (0.600g), oxalyl chloride (0.472g), 2- 
aminomethylpyridine (0.201 g) and triethylamine (0.1 88g). 
[Physical Characteristics of the Compound (189)] 

'H-NMRfCDCh.S): 2.62 (3H, s), 4.76 (2H, d, J = 4.7Hz), 5.62 (2H, s), 7.23 (1H, dd, J = 
7.1 and2.2Hz), 7.28 (1H, d, J = 7.8Hz) } 7.32 (1H, d, J = 7.9Hz), 7.39 (2H, d, J = 8.1Hz), 
7.54 (lH,s), 7.66- 7.71 (3H, m), 7.78 (1H, s), 8.60 (1H, d, J = 4.6Hz). 
IR(KBr): 1635cm" 1 . 
mp: 225.7 -226.9°C. 

< Example 125; Synthesis of 2-Methyl-6-[(2-pyridylmethyl)carbamoyl]-l-[2- 
(trifluoromethyl)benzyl]benzimidazole (190) > 

By using the method of Example 115, 2-methyl-6-[(2-pyridylmethyl)carbamoyl]-l- 
[2-(trifluoromethyl)benzyl]benzimidazole (190) (0.713g) was obtained from 6-carboxy-2- - 
methyl-l-[2-(trifluoromethyl)benzyl]benzimidazole (0.970g), oxalyl chloride (0.736g), 2- 
aminomethylpyridine (0.26 lg) and triethylamine (0.726g). 



[Physical Characteristics of the Compound (190)] 

'H-NMRCCDCh.S): 2.54 (3H, s),' 4.76 (2H, d, J = 4.SHz), 5.59 (2H,s), 6.45(lH,d,J = 
7.9Hz), 7.22(lH,d,J = 5.SHz), 7.34 (2H, t, J = 8.8Hz), 7.40 (1H, t, J = 7.5Hz), 7.62(IH, 
brs), 7.68 (lH,dt,J« 1.7 and 7.7Hz), 7.72- 7.82 (3H, m), 7.87 (lH.s), S.56 (1H, d, J = ' 
4.9Hz). 

IR(KBr): 1648cm*'. 
mp: 172 - 174°C. 

< Example 126; Synthesis of 2-Methyl-6-[(2-pyridylmethyI)carbamoyl]-l-[4- 
(trifluoromelhyl)benzyl]benzimidazoIe (191) > 

By using the method of Example 115, 2-methyl-6-[(2-pyridyImethyI)carbamoyI]-l- 
[4-(trifluoromethyl)benzyl]benzimidazoIe (191) (0.1 94g) was obtained from 6-carboxy-2- 
methyl-l-[4-(trifluoromethyl)benzyI]benzimidazole (0.970g), oxalyl chloride (0.736g), 2- 
aminomethylpyridine (0.261 g) and triethylamine (0.726g). 
[Physical Characteristics of the Compound (191)] 

'H-NMRCCDCb.ej: 2.59 (3H, s), 4.77 (2H, d, J = 4.7Hz), 5.45 (2H, s), 7.15(2H,d,J = 
8.2Hz), 7.23 (lH,m), 7.33 (1H, d, J = 7.9Hz), 7.58 (2H, d, J = 8.2Hz), 7.63 (1H, brs), 
7.67 - 7.74 (2H, m), 7.77 (1H, d, J = 8.3Hz), 7.93 (1H, s), 8.57 (1H, d, J = 4.9Hz). 
IR(KBr): 1637cm" 1 . 
mp: 188.5 - 190.0°C. 

< Example 127; Synthesis of l-(3,4-Dichlorobenzyl)-2-methyl-6-[(2-pyridylinethyl) 
carbamoyljbenzimidazole (192) > 

By using the method of Example 115, l-(3,4-dichloroben2yl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (192) (0.264g) was obtained from 6-carboxy-l-(3,4- 
dichlorobenzyl)-2-memyIbenzimidazole (0.500g), oxalyl chloride (0.393g), 2- 
aminomethylpyridine (0.1 67g) and triethylamine (0.469g). 
[Physical Characteristics of the Compound (192)] 

'H-NMR^DCl^S): 2.58 (3H, s), 4.77 (2H, d, J = 4.8Hz), 5.33 (2H,s), 6.85 (1H, dd, J = 
8.3 and 2.2Hz), 7.14 (1H, d, J « 2.1Hz), 7.22 (1H, dd, J = 7.3 and 5.6Hz), 7.33 (1H, d,'j = 
7.8Hz), 7.38 (lH,d, J -8.3Hz), 7.65 - 7.77 (4H, m), 7.92 (1H, d, J = 1.2Hz), 8.57 (lH,d 
J-4.8Hz). 
IR(KBr): 1638cm" 1 . 
mp: 219.0 -220.7°C. 

< Example 128; Synthesis of 2-Memyl-l-(2-methylber^ 
benzimidazole (193) > 

By using the method of Example 1 15, 2-methyl-l-(2-metbylbenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (193) (0.1 OOg) was obtained from 6-carboxy-2- 
methyl-l-(2-methylbenzyl)benzimidazole (0.453g), oxalyl chloride (0.41 lg), 2- 



aminomethylpyridine (0.1 75g) and triethylamine (0.490g). 
[Physical Characteristics of the Compound (193)] 

■H-NMR (CDCI3, 8): 2.42 (3H, s), 2.54 (3H, s), 4.75 (2H, d, J = 4.9Hz), 5.32 (2H, s), 6.33 
(1H.cW-7.SHz). 7.01 (1H,W = 7.8Hz), 7.17 - 7.24 (3H, m), 7.33 (1H, d, J = 7.8Hz), 
7.60 (lH.s), 7.63 - 7.73 (2H,m), 7.76 (1H, d, J = 8.4Hz), 7.S4 (1H, d, J - 1.4Hz), 8.56 
(IH,d,J = 4.9Hz). 
IR(KBr): 1635cm- 1 . 
mp: 154.0- 157.0°C. 

< Example 129; Synthesis of l-(2-Methoxybenzyl)-2-melhyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimidazole (194) > 

By using the method of Example 115, l-(2-methoxybenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (194) (0.91 Sg) was obtained from 6-carboxy-l-(2- 
methoxybenzyl)-2-methylbenzimidazole (0.997g), oxalyl chloride (0.85 8g), 2- 
aminomethyl pyridine (0.309g) and triethylamine (1.02g). 
[Physical Characteristics of the Compound (194)] 

1 H-NMR (CDCI3, 5): 2.60 (3H, s), 3.89 (3H,s), 4.77 (2H, d, J = 4.8Hz), 5.36 (2H, s), 6.60 
(1H, d, J = 7.4Hz), 6.79 (1H, dt, J - 0.8 and 7.4Hz), 6.91 (1H, d, J = 7.4Hz), 7.20 - 7.28 
(2H,m), 7.34 (lH,d, J = 7.9Hz), 7.56 (1H, br t), 7.66 - 7.75 (3H, m), 7.95 (1H, m), 8.57 
(1H, d, J = 4.9Hz). 
IR(KBr): 1652cm" 1 . 
mp: 136- 138.5°C. 

< Example 130; Synthesis of l-(4-Methoxybenzyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimidazole (195) > 

By using the method of Example 1 15, l-(4-methoxybenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (195) (0.697g) was obtained from 6-carboxy-l-(4- 
methoxybenzyl)-2-methylbenzimidazole (0.985g), oxalyl chloride (0.858g), 2- 
aminomethylpyridine (0.309g) and triethylamine (1.02g). 
[Physical Characteristics of the Compound (195)] 

'H-NMR (CDCI3, 5): 2.59 (3H, s), 3.76 (3H, s), 4.78 (2H, d, J = 4.8Hz), 5.32 (2H, s), 6.83 
(2H,m), 7.00 (2H,m), 7.22 (1H, dd, J = 5.1 and 6.8Hz), 7.34 (1H, d, J = 7.8Hz), 7.60 (1H, 
brt), 7.67- 7.76 (3H, m), 7.97 (1H, d, J = 1.2Hz), 8.57 (1H, d, J = 4.9Hz). 
IR(KBr): 1652cm" 1 . 
mp: 191.5 -192.2°C. 

< Example 131; Synthesis of 1 -[2-(Benzenesulfonylmethyl)benzyl]-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (196) > 

By using the method of Example 1 15, l-[2-(benzenesulfonylmethyl)benzyl]-2- 
methyl-6-[(2-pyridylmethyl)carbamoyl]benzimidazole (196) (0.64g) was obtained from l-[2- 



(benzcnesulfonyImethy])benzyl]-6-carboxy-2-methylbenzimidazole (0.74g), oxalyl chloride 
(0.45g), 2-aminomethylpyridine (0.1 9g) and triethylaminc (0.53g). 
[Physical Characteristics of the Compound (196)] 

! H-NMR (CDCb, 5): 2.57 (3H, s) t 4.50 (2H,s), 4.74 (2H, d, J = 4.9Hz), 5.59 (2H f s), 6.63 
(lH t d,J=7.7Hz), 6.87 (1H, d, J = 7.4 and 1.5Hz), 7.09 - 7.19 (3H, m), 7.31(lH,d,J = 
7.8Hz), 7.53- 7.61 (3H,m), 7.64 (1H, dt, J = 7.6 and 1.6Hz), 7.68 - 7.79 (5H, m), 7.84 
(lH,s), S.52(lH,d,J = 4.SHz). 
IR(neat): 1646cm' 1 . 
Liquid. 

< Example 132; Synthesis of l-(2-Cyanobenzyl)-2-methyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (197) > 

By using the method of Example 115, l-(2-cyanobenzyI)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazoIe (197) (1.03g) was obtained from 6-carboxy-l-(2- 
cyanobenzyl)-2-methylbenzimidazole (1 .14g), oxalyl chloride (0.998g), 2- 
aminomethylpyridine (0.425g) and triethylamine (1.1 9g). 
[Physical Characteristics of the Compound (197)] 

J H-NMR (CDCl^S): 2.58 (3H, s), 4.76 (2H, d, J = 4.8Hz), 5.59 (2H, s), 6.64(lH,d,J 
=7.4Hz), 7.21 (1H, dt, J = 5.6 and 1.8Hz), 7.33 (1H, d, J = 7.9Hz), 7.39 - 7.47 (2H, m), 
7.65- 7.79 (5H,m), 7.89 (1H, s), 8.56 (1H, dd, J = 4.9 and 0.9Hz). 
IR(KBr): 2223, 1642cm' 1 . 
mp: 150.5 - 151.4°C. 

< Example 133; Synthesis of l-(Biphenyl-2-ylmethyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole (198) > 

By using the method of Example 115, l-(biphenyl-2-ylmethyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (198) (0.672g) was obtained from l-(biphenyl-2- 
ylmemyl)-6-carboxy-2-methylbenzimidazole (1.07g), oxalyl chloride (0.796g), 2- 
aminomethylpyridine (0.339g) and triethylamine (0.950g). 
[Physical Characteristics of the Compound (198)] 

, H-NMR(CDC1 3 ,5): 2.38 (3H, s), 4.78 (2H, d, J - 4.8Hz), 5.27 (2H, s), 6.64(lH,d,J = 
8.0Hz), 7.17- 7.24 (2H,m), 7.29 - 7.43 (6H, m), 7.48 (2H, t, J = 5.5Hz), 7.49 (1H, s), 
7.57- 7.73 (3H,m), 7.80 (1H, d, J - 1.0Hz), 8.58 (1H, d, J = 4.9Hz). 
IR(KBr): 1630,1619cm" 1 . 
mp: 179.8- 180.8°C. 

< Example 134; Synthesis of l-Benzyl-2-methyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (199) > - 

By using the method of Example 115, l-benzyl-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (199) (0.66g) was obtained from l-benzyl-6- 



carboxy-2-methylbenzimidazole (0.59g). oxalyl chloride (0.56g), 2-aminomethylpyridine 

(0.24g) and triethylamine (0.67g). 

[Physical Characteristics of the Compound (199)] 

■H-NMRCCDCb.S): 2.5S (3H, s), 4.76 (2H, d, J = 4.9Hz), 5.36 (2H, s), 7.02 - 7.06 (2H, 
m), 7.21 (1H, dd, J = 6.9 and 5.0Hz), 7.27 - 7.35 (4H, m), 7.65 - 7.75 (4H, m), 7.96 (1H, 
d,J = 0.SHz), 8.56 (lH,d, J = 4.8Hz). 
IR(KBr): 1640cm* 1 . 
mp: 124.0 - 124.9°C. 

< Example 135; Synthesis of l-(4-t-Butylbenzyl)-2-methyl-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (200) > 

By using the method of Example 115, l-(4-t-butylbenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (200) (0.477g) was obtained from l-(4-t- 
butylbenzyl)-6-carboxy-2-methylbenzimidazole (0.544g),-oxalyl chloride (0.428g), 2- 
aminomethylpyridine (0.1 83g) and triethylamine (0,5 llg). 
[Physical Characteristics of the Compound (200)] 

] H-NMR (CDCI3, 6): 1.27 (9H,s), 2.60 (3H, s), 4.77 (2H, d, J = 4.9Hz), 5.34 (2H, s), 6.98 
(2H, d, J "= 8.3Hz), 7.21 (lH,dd, J = 7.3 and 5.1Hz), 7.29 - 7.35 (3H, m), 7.62 (1H, br.s), 
7.65 - 7.75 (3H, m), 7.96 (1H, d, J = 1.1Hz), 8.57 (1H, d, J = 4.7Hz). 
IR(KBr): 1646cm* 1 . 
mp: 140.4 - 142.8°C. 

< Example 136; Synthesis of 2-Methyl-l-(2-naphthylmethyl)-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole (201) > 

By using the method of Example 115, 2-methyl-l-(2-naphthylmethyl)-6-[(2 r 
pyridylmethyl)carbamoyl]benzimidazole (201) (0.47g) was obtained from 6-carboxy-2- 
methyl-l-(2-naphthylmethyl)benzimidazole (0.80g), oxalyl chloride (0.64g), 2- 
aminomethylpyridine (0.27g) and triethylamine (0.77g). 
[Physical Characteristics of the Compound (201)] 

] H-NMR (CDCI3, 5): 2.60 (3H, s), 4.75 (2H, d, J = 4.9Hz), 5.52 (2H, s), 7.17 -7.23 (2H, 
m), 7.31 (lH,d, J = 7.8Hz), 7.38 (1H, s), 7.43 - 7.48 (2H, m), 7.60 - 7.82 (7H, m), 8.00 
(1H, d, J = 1.0Hz), 8.53 (1H, d, J = 4.7Hz). 
ER(KBr): 1640cm' 1 . 
mp: 143.0 - 144.5°C. 

< Example 137; Synthesis of l-(Biphenyl-4-ylmethyl)-2-ethyl-6-[(2-pyridylmethyl) 
carbamoyl]benzimidazole (202) > 

By using the method of Example 115,1 -(biphenyl-4-ylmethyl)-2-ethyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (202) (0.410g) was obtained from 1 -(biphenyl-4- 
ylmethyl)-6-carboxy-2-ethylbenzimidazole (0.500g), oxalyl chloride (0.356g), 2- 



aminomethylpyridine (0.151g) and triethylamine (0.424g). 
[Physical Characteristics of the Compound (202)] 

'H-NMR (CDCI3, 5): 1.45 (3H, t, J = 7.7Hz), 2.90 (2H, q, J = 7.4Hz), 4.77 (2H, d, J = 
4.7Hz), 5.43 (2H,s), 7.10 (2H, d, J = S.2Hz), 7.20 (1H, dt, J = 4.9 and 7.7Hz), 7.33 (2H, t, 
J = 7.4Hz), 7.42 (2H, t, J = 7.5Hz), 7.49-7.55 (4H, m), 7.61 (1H, br t), 7.67 (1H, dt, J = 
7.8 and 1.8Hz), 7.72 (1H, d, J = 8.4Hz), 7.S1 (1H, d s J = 8.4Hz), 7.99 (lH,s), 8.56 (1H, d, 
J = 4.9Hz). 
IR(KBr): 1640cm* 1 . 
mp: 123.0- 124.0°C. 

< Example 138; Synthesis of l-(2-ChIorobenzyl)-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (203) > 

By using the method of Example 1 15, l-(2-chlorobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazoIe (203) (0.1 lOg) was obtained from 6-carboxy- 1 -(2- 
chlorobenzyl)benzimidazole (0.46 lg), oxalyl chloride (0.728g), 2-aminomethylpyridine 
(0.1 74g) and triethylamine (0.486g). 
[Physical Characteristics of the Compound (203)] 

1 H-NMR (CDCI3, 5): 4.78 (2H, t, J = 4.8Hz), 5.51 (2H, s), 6.92 (1H, d, J = 6.5Hz), 7.17 - 
7.31 (3H,m), 7.34(lH,d,J = 7.8Hz), 7.45 (1H, dd, J = 1.1 and 8.0Hz), 7.69 (1H, dt, J = 
1.8and7.7Hz), 7.67 - 7.73 (1H, br s), 7.76 (1H, dd, J= 1.5 and 8.4Hz), 7.87(lH,d,J = 
8.4Hz), 8.05 (2H,s), 8.57 (1H, d, J = 4.9Hz). 
IR(KBr): 1646cm" 1 . 
mp: 144.0- 145.0°C. 

< Example 139; Synthesis of 2-Methyl-l-(2-nitrobenzyl)-6-[(2-pyridylmethyl)carbamoyl] 
benzimidazole (204) > 

By using the method of Example 115, 2-methyl-l-(2-nitrobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]ben2imidazole (204) (0.24 lg) was obtained from 6-carboxy-2- 
methyl-l-(2-nitrobenzyl)benzimidazole (0.367g), oxalyl chloride (0.299g), 2- 
aminomethylpyridme (0.2 17g) and triethylamine (0.360g). 
[Physical Characteristics of the Compound (204)] 

] H-K-MR(CDC1 3 ,S): 2.56 (3H, s), 4.75 (2H S t, J = 4.8Hz), 5.83 (2H, s), 6.41(lH,d,J- 
7.8 and 1.2Hz), 7.22 (1H, dt, J = 5.0 and 1.7Hz), 7.32 (1H, d, J = 7.9Hz), 7.43 - 7.52 (2H, 
m), 7.64 (lH,s), 7.68 (1H, dt, J = 7.6 and 1.7Hz), 7.75 (1H, dd, J = 8.4 and 1.5Hz), 7.80 
(1H, d, J = 8.4Hz), 7.82 (1H, d, J = 1.3Hz), 8.28 (1H, dd, J = 8.0 and 1.7Hz), 8.56 (1H, d, J 
= 4.9Hz). 

IR(KBr):, 1645cm- 1 . 
mp: 194.8 - 196.7°C. 

< Example 140; Synthesis of 2-Methyl-l-(2-nitrobenzyl)-5-[(2-pyridylmethyl)carbamoyl] 



benzimidazole (205) > 

By using the method of Example 1 15, 2-methyl-l-(2-nitrobenzyl)-5-[(2- 
p>Tidylmethyl)carbamoyl]benzimidazole (205) (0.079g) was obtained from 5-carboxy-2- 
methyl-l-(2-nitrobenzyl)benzimidazole (0.096g), oxalyl chloride (0.078g). 2- 
aminomethylpyridine (0.04Sg) and triethylamine (0.093g). 
[Physical Characteristics of the Compound (205)] 

'H-NMR (CDCI3, 5): 2.57 (3H,s), 4.S0 (2H, d, J = 4.7Hz), 5.80 (2H,s), 6.43 (1H, d, J = 
7,4 and 0.8Hz), 7.17 (1H, d, J = 8.4Hz), 7.22 (1H, dt, J = 5.5 and l.SHz), 7.35(lH,d,J = 
7.8Hz), 7.44 - 7.52 (2H, m), 7.67 (lH,s), 7.69 (1H, dt, J = 7.8 and 1.9Hz), 7.82(lH,dd,J 
= 8.4 and 1.5Hz), 8.27 (1H, dd, J = 8.0 and 1.6Hz), 8.28 (1H, d, J = 1.4Hz), 8.56 (1H, d, J = 
4.9Hz). 

IR(KBr): 1645cm" 1 . 

mp: -96°C (accompanied with decomposition). 

< Example 141; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(2- 
naphthalenesulfonylcarbamoyl]benzimidazole Sodium Salt (206) > 

N,N*-carbonyldiimidazole (0.541g) was added all at once to an N,N- 
dimethylformamide (20ml) solution of 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole 
(0.500g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethylformamide (5ml) solution of 2-naphthalenesulfonamide (0.689g) and 
diazabicycloundecene (0.506g) was added, and the solution was stirred for 48 hours at 
100°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. Water and chloroform were added to the residuum. 1 0% 
hydrochloric acid was added until the aqueous layer became acidic. Chloroform extraction 
was performed (twice) and to the resultant organic layer, a saturated sodium 
hydrogencarbonate aqueous solution was added. The solution was stirred. Precipitated 
crystals were separated through filtration and were dissolved in a small amount of methanol. 
Further, ethyl acetate was added and crystallization was performed. The crystals were 
separated through filtration, dried, and thus, 0.508g of l-(2-chlorobenzyl)-2-methyl-6-(2- 
naphthalenesulfonylcarbamoyl]benzimidazole sodium salt (206) was obtained. 
[Physical Characteristics of the Compound (206)] 

] H-NMR (DMSO-d6, 5): 2.46 (3H,s), 5.51 (2H,s), 6.38 (1H, d, J = 7.9Hz), 7.17 (1H.U 
= 7.5Hz), 7.30 (lH,t), 7.45 (1H, d, J = 8.5Hz), 7.51 - 7.57 (3H, m), 7.77 - 7.93 (5H, m), 
7.99 (1H, m), 8.35 (1H, s). 
ER(KBr): 1594cm* 1 . 
Mass(FAB): m/e512(M+l). 
mp: 352.0 -354.5°C 

< Example 142; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(l - 
naphthalenesulfonylcarbamoyl]benzimidazole Sodium Salt (207) > 



By using the method of Example 141, l-(2-chlorobenzyl)-2-methyI-6-(l- 
naphihalenesulfonylcarbamoyljbenzimidazole sodium salt (207) (0.390g) was obtained from 
6-carboxy-l-(2-chlorobenzyl)-2-methyIbenzimidazoIe(0.600g)>\N'-carbonyldiimidazole 
(0.647g), l-naphthalenesulfonamide (O.S29g) and diazabicycloundecene (0.60Sg). 
[Physical Characteristics of the Compound (207)] 

'H-NMR (DMSO-d6, 5): 2.46 (3H, s), 5.49 (2H, s), 6.39 (1H, d, J = 7.8Hz), 7.16(lH,t,J 

= 7.5Hz), 7.31 (lH,t,J = 7.3Hz), 7.36 (lH,t), 7.40-7.45 (2H,m), 7.50 (1H, t, J = 7.7Hz), 

7.54 (1H, d, J = 8.0Hz), 7.75 - 7.81 (2H, m), 7.87 (1H, d, J = 7.9Hz), 7.93 (1H, d, J = 

8.2Hz), S.09(lH,d,J = 7.3Hz), S.S6 (1H, d, J = 8.5Hz). 

IR(KBr): 1633cm* 1 . 

Mass(FAB): m/e 512(M+1). 

mp: ~265°C (accompanied with decomposition). 

< Example 143; Synthesis of 6-(4-ChlorobenzenesulfonylcarbamoyI)-l-(2-chlorobenzyl)-2- 
methylbenzimidazole Sodium Salt (208) > 

By using the method of Example 141, 6-(4-chlorobenzenesulfonylcarbamoyl)-l-(2- 
chlorobenzyl)-2-methylbenzimidazole sodium salt (208) (0.270g) was obtained from 6- 
carboxy-1 -(2-chlorobenzyl)-2-methylbenzimidazole (0.400g), N,N'-carbonyldiimidazole 
(0.432g), 4-chlorobenzenesulfonamide (0.5 lOg) and diazabicycloundecene (0.404g). 
[Physical Characteristics of the Compound (208)] 

] H-NMR(DMSO-d6,S): 2.46 (3H, s), 5.52 (2H, s), 6.38 (1H, d, J = 7.4Hz), 7.19(lH,t,J 
= 7.6Hz), 7.31 (lH,t, J = 7.6Hz), 7.39 (2H, d, J = 8.5Hz), 7.45 (1H, d, J = 8.9Hz), 7.54 
(lH,d, J = 8.0Hz), 7.76- 7.82 (4H,m). 
IR(KBr): 1592cm' 1 . 
MassfFAB): m/e496(M+l). 
mp: 360 - 362°C (decomposition). 

< Example 144; Synthesis of 6-(3-Chlorobenzenesulfonylcarbamoyl)-l-(2-chloroben2yl)-2- 
methylbenzimidazole (209) > 

By using the method of Example 141, 6-(3-chlorobenzenesulfonylcarbamoyl)-l-(2- 
chlorobenzyl)-2-methylbenzimidazole sodium salt was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.450g), N,N'-carbonyldiimidazole (0.486g), 3- 
chlorobenzenesulfonamide (0.573g) and diazabicycloundecene (0.456g). This material was 
dissolved in a mixture solution of methanol and water. Its acidity was adjusted to pH5 ~ 6 
using 10% hydrochloric acid. Precipitated crystals were separated through filtration, dried 
and thus, 6-(3-chlorobenzenesulfonylcarbamoyl)- 1 -(2-chlorobenzyl)-2-methylbenzimidazole 
(209) (0.420g) was obtained. 

[Physical Characteristics of the Compound (209)] - 
'H-NMR (DMSO-d6, 5): 2.51 (3H, s), 5.63 (2H, s), 6.48 (1H, d, J = 7.7Hz), 7.22 (1H, t, J 
= 7.6Hz), 7.34 (lH,t, J = 7.7Hz), 7.56 (1H, t, J = 8.0Hz), 7.64 (1H, t, J - 8.0Hz), 7.68 (1H, 



d,J = S.5Hz), 7.7S (2H, t, J = S.GHz), 7.91 (1H, d, J = 7.6Hz), 7.95 (1H, d f J - 1.6Hz), S.10 
(lH,s). 

IR(KBr): 16S7cm* 1 . 
Mass(FAB): m/e 474(M+1). 

mp: 254.5 - 257.5°C (accompanied with decomposition). 

< Example 145; Synthesis of 5-Benzenesulfonylcarbamoyl-2-benzyl-l-(2-chlorobenzyl) 
benzimidazole (210) > 

By using the method of Example 144, 5-benzenesulfonylcarbamoyl-2-benzyl-l-(2- 
chIorobenzyl)benzimidazole (210) (0.447g) was obtained from 2-benzyl-5-carboxy-l-(2- 
chlorobenzyl)benzimidazole (0.466g), N,N'-carbonyldiimidazole (0.401 g), 
benzenesulfonamide (0.3 S9g) and diazabicycloundecene (0.3 77g). 
[Physical Characteristics of the Compound (210)] 

] H-NMR (DMSO-d6, 5): 4.28 (2H, s), 5.57 (2H, s), 6.23 (1H, d, J = 7.6Hz), 7.04(lH,t,J 
= 7.6Hz), 7.10- 7.26 (6H,m), 7.40 (1H, d, J = 8.6Hz), 7.46 (1H, d, J = 8.0Hz), 7.61-7.73 
(4H,m), 8.00(2H,d,J = 7.6Hz), 8.23 (1H, s), 12.43 (1H, br s). 
IR(KBr): 1685cm" 1 . 
mp: 152.0- 155.0°C. 

< Example 146; Synthesis of 6-Ben2enesulfonylcarbamoyl-2-benzyI-l-(2-chlorobenzyl) 
benzimidazole (2 1 1 ) > 

By using the method of Example 144, 6-benzenesulfonylcarbamoyl-2-benzyl-l-(2- 
chlorobenzyl)benzimidazole (211) (0.803g) was obtained from 2-benzyl-6-carboxy-l-(2- 
chlorobenzyl)benzimidazole (0.760g), HN'-carbonyldiimidazole (0.654g), 
benzenesulfonamide (0.634g) and diazabicycloundecene (0.6 14g). 
[Physical Characteristics of the Compound (211)] 

'H-NMR (DMSO-d6, 8): 4.41 (2H, s), 5.71 (2H, s), 6.32 (1H, d, J = 7.7Hz), 7.06 (1H, t, J 
= 7.7Hz), 7.14- 7.30 (6H,m), 7.50 (1H, d, J = 8.0Hz), 7.62 (2H, t), 7.70 (1H, t), 7.81 
(lH,d,J = 8.6Hz), 7.87 (lH,d, J = 8.5Hz), 7.97 (2H, d, J - 8.2Hz), 8.16 (lH,s), 12.60 
(1H, br s). 

IR(KBr): 1704cm" 1 . 
mp: 143.0 - 144.5°C. 

< Example 147; Synthesis of l-(2,4-Dicholoroberizyl)-2-memyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole (180) > 

Dichloromethane (10ml) and one drop of N,N-dimethylformamide were added to 6- 
carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole (0.627g), and the solution was 
chilled with ice. Oxalyl chloride (0.493g) was dripped into the solution and the solution was — 
stirred for a few minutes. After the solution was further stirred for one hour at room 
temperature, the solution was concentrated under reduced pressure, the oxalyl chloride was 



removed, and the residuum was dissolved in dichloromethane (1 0ml). This solution was 
dripped to an methylene chloride (5ml) solution of 2-aminomethylpyridine (0.1 67g) and 
trieihylamine (0.469g) under ice-chilled conditions. After being stirred for one hour, the 
reaction solution was washed with water three times and further washed with a saturated 
sodium hydrogencarbonate aqueous solution. The organic layer was concentrated under 
reduced pressure and purified using fractional thin film silica gel chromatography 
(developing solvent: acetone/diethylether = 1/1). Further, it was dissolved in ethyl acetate 
(5ml), hexane (2ml) was added, and it was crystallized. The crystals were separated through 
filtration, dried and thus, 0.359g of l-(2,4-dichoIorobenzyl)-2-methyl-6-[(2- 
P)Tidylmethyl)carbamoyl]benzimidazole (180) was obtained. 
[Physical Characteristics of the Compound (180)] 

] H-NMR(CDC1 3 ,5): 2.56 (3H, s), 4.76 (2H, d, J = 4.8Hz), 5.40 (2H, s), 6.33(lH,d,J = 
8.4Hz), 7.22 (lH.dd, J = 7.4 and 4.9Hz), 7.33 (1H, d, J = 7.9Hz), 7.48 (1H, d, J = 2.1 Hz), 
7.62- 7.79 (4H,m), 7.86 (1H, d, J = 1.1Hz), 8.57, (1H, d, J = 4.9Hz). 
IR(KBr): 1645cm' 1 . 
mp: 204.1 -206.3°C. 

< Example 148; Synthesis of l-(Biphenyl-4-ylmethyl)-2-methyl-6-[(2-pyridylmethyl) 
carbamoyljbenzimidazole (212) > 

Oxalyl chloride (0.655g) was added to a dichloromethane (13ml) solution of 1- 
(biphenyl-4-ylmethyl)-6-carboxy-2-methylbenzimidazole (0.886g), and N,N- 
dimethylformamide (one drop) under ice-chilled conditions, and the solution was stirred for 
15 hours at room temperature. Precipitated crystals were separated through filtration, washed 
with methylene chloride and dried under reduced pressure. These crystals were added to a 
dichloromethane (15ml) solution of 2-aminomethylpyridine (0.235g) and triethylamine 
(0.653g) under ice-chilled conditions, and the solution was stirred for one hour. Water was 
added to the reaction solution and the reaction was halted. After the solution was washed 
with water (twice) and washed with a saturated sodium hydrogencarbonate aqueous solution, 
the organic layer was dried. Then, the solvent was concentrated under reduced pressure. 
Recrystallization of the residuum in a mixed solvent of ethyl acetate and ethanol produced 
0.774g of l-(biphenyI-4-ylmethyl)-2-me% 
(212). 

[Physical Characteristics of the Compound (212)] 

] H-NMR (CDCI3, 6): 2.62 (3H, s), 4.77 (2H, d, J = 4.8Hz), 5.42 (2H, s), 7.12(2H,d,J = 
8.5Hz), 7.21 (lH,m), 7.34 (2H, m), 7.42 (2H, m), 7.5 1 - 7.55 (4H, m), 7.62 (lH,'br t), 
7.67 (1H, dt, J = 1.7 and 7.7Hz), 7.71 (1H, dd, J = 1.6 and 8.4Hz), 7.76 (1H, d, J = 8 4Hz) 
8.00, (1H, d, J = 1.2Hz), 8.56 (1H, d, J = 4.8Hz). 
IR(KBr): 1642cm" 1 , 
mp: 205.0 -206.5°C. 



< Example 149; Synthesis of 6-BenzenesulfonyIcarbamoyl-l-(2-chlorobenzyl)-2- 
meihylbenzimidazole (163) > 

N,N'-carbonyldiimidazole (0.973g) was added all at once to an N,N- ' 
dimethylformamide (20ml) solution of 6-carboxy-l -(2-chlorobenzyl)-2-methylbenzimidazole 
(0.902g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethylformamide (5ml) solution of benzenesulfonamide (0.943g) and 
diazabicycloundecene (0.9 13g) was added, and the solution was stirred for 70 hours at 
100°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. Water and chloroform were added to the residuum. While being 
stirred, 10% hydrochloric acid was added until the aqueous layer became acidic. The organic 
layer, which was obtained through chloroform extraction (twice), was washed with a 
saturated sodium hydrogencarbonate aqueous solution, and the solvent was removed through 
evaporation under reduced pressure. The residuum was dissolved in a small amount of 
chloroform. Ethyl acetate was added and crystals were formed. The crystals were separated 
through filtration, dried, and thus, 0.667g of 6-benzenesulfonylcarbamoyl-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (163) was obtained. 

< Example 150; Synthesis of 6-B enzenesulfonyl carbamoyl- 1 -(biphenyl-4-ylmethyl) -2- 
methylbenzimidazole Sodium Salt (213) > 

By using the method of Example 141, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-methylbenzimidazole sodium salt (213) (0.365g) was obtained from 6-carboxy- 
1 -(biphenyl-4-ylmethyl)-2-methylbenzimidazole (0.637g), N,N'-carbonyldiimidazole 
(0.533g), benzenesulfonamide (0.5 16g) and diazabicycloundecene (0.500g). 
[Physical Characteristics of the Compound (213)] 

] H-NMR (DMSO-d6, 8): 2.52 (3H, s), 5.52 (2H, s), 7.13 (2H, d, J = 8.1Hz), 7.31-7.37 
(4H,m), 7.39- 7.45 (3H,m), 7.58 - 7.63 (4H, m), 7.78 - 7.82 (3H, m), 7.97 (1H, s). 
IR(KBr): 1591cm* 1 . 

mp: 289.0 - 290.0°C (accompanied with decomposition). 

< Example 151; Synthesis of 6-Benzenesulfonylcarbamoyl-l -(2-chlorobenzyl)-2- 
methylbenzimidazole (163) > 

N,N'-carbonyldiimidazole (5.41g) was added all at once to an N,N- 
dimethylformamide (110ml) solution of 6-carboxy-l -(2 -chlorobenzyl)-2- 
methylbenzimidazole (5.02g), and the solution was stirred for one hour at room temperature. 
Subsequently, an N,N-dimethylformamide (20ml) solution of benzenesulfonamide (5.24g) 
and diazabicycloundecene (5.08g) was added, and the solution was stirred for 70 hours at 
100°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. Water and chloroform were added to the residuum. While being 
stirred, 10% hydrochloric acid was added until the aqueous layer became acidic. The organic 
layer, which was obtained through chloroform extraction (twice), was washed with a 



saturated sodium hydrogencarbonale aqueous solution, and a portion of the solvent was , • 
removed through evaporation under reduced pressure. Precipitated crystals were separated 
through filtration, dried, and thus, 4.96g of 6-benzenesulfony]carbamoyl-l-(2-chlorobenzyl)- 
2-methylbenzimidazole (163) was obtained. 

< Example 152; S>oiihesis of l-(2-Chlorobenzyl)-2-methyl-6- 
trifluoromethanesulfonylcarbamoylbenzimidazole Hydrochloride (214) > 

N,N'-carbonyldiimidazoIe (0.647g) was added all at once to an N,N- 
dimethylformamide (20ml) solution of 6-carboxy-l-(2-chIorobenzyi)-2-methylbenzimidazole 
(0.600g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethyIformamide (5ml) solution of trifluoromethanesulfonamide (0.596g) and 
diazabicycloundecene (0.609g) was added, and the solution was stirred for 72 hours at 
100°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. Water and ethyl acetate were added to the residuum. While being 
stirred, 10% hydrochloric acid was added until the aqueous layer became acidic. Precipitated 
crystals were washed with a mixture solvent of ethanol (25ml) and methanol (25ml). The 
crystals were dried and thus, l-(2-chlorobenzyl)-2-methyl-6- 
trifluoromethanesulfonylcarbamoylbenzimidazole hydrochloride (214) (0.420g) was 
obtained. 

[Physical Characteristics of the Compound (2 1 4)] 

'H-NWpMSO-dM): 2.84 (3H, s), 5.82 (2H, s), 7.08 (1H, d, J = 7.5Hz), 7.30 (1H, t), 
7.40 (1H, t, J = 7.7Hz), 7.58 (1H, d, J = 8.0Hz), 7.79 (1H, d, J = 8.6Hz), 8.07 - 8 13 (2H ' 
m). 

IR(KBr): 1634cm' 1 . 

Mass(CI): m/e 432(M+1-HC1). 

mp: 332 - 335 °C (accompanied with decomposition). 

< Examples 153 and 154; Syntheses of 6-Benzenesulfonylcarbamoyl- 1 -(2,4-dichlorobenzyl)- 
2-methylbenzimidazole Hydrochloride (215) and 6-Benzenesulfonylcarbamoyl-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (2 1 6) > 

By using the method of Example 152, 6-benzenesulfonylcarbamoyl-l-(2 s 4- 
dichlorobenzyl)-2-methylbenzimidazole hydrochloride (215) (0.540g) was obtained from 6- 
carboxy-l-(2,4-dichloroben2yl)-2-methylbenzimidazole (0.460g), N,N'-carbonyldiimidazole 
(0.445g), benzenesulfonamide (0.43 lg) and diazabicycloundecene (0.4 18g). 
[Physical Characteristics of the Compound (215)] 

'H-NMR (DMSO-d6, 6): 2.71 (3H, s), 5.74 (2H, s), 6.83 (1H, d, J = 8.4Hz), 7.33 (1H, dd, J 
= 2.0 and 8.4Hz), 7.63 (2H, t), 7.71 (1H, t), 7.78 (1H, d, J = 2.0Hz), 7.86 (1H, d, J =' 
8.7Hz), 7.95 (1H, dd, J = 1.4 and 8.7Hz), 7.99 (2H, m), 8.29 (1H, s). 
IR(KBr): 1686cm" 1 . 
mp: 236.0 -238.0°C. 



This material was dissolved in a mixture solvent of a potassium hydrogencarbonate aqueous 
. :* solution and methanol, and its acidity was adjusted to pH5 - 6 with 10% hydrochloric acid. 
Precipitated crystals were collected, washed with water, washed with methanol, and then 
dried. Thus, 6-benzenesulfonylcarbamoyl-l-(2 ) 4-dichlorobenzyl)-2-metliylbenzimidazole 
(216). 

[Physical Characteristics of the Compound (216)] 

'H-NMR(DMSO-d6,S): 2.4S (3H, s), 5.58 (2H, s), 6.42 (1H, d, J = 8.4Hz), 7.31 (1H, dd, J 
= 2.2 and S.4Hz), 7.60 - 7.75 (6H, m), 7.99 (2H, d, J = 7.4Hz), 8.06 (lH,s), 12.40 (lH,s). 
IR(KBr): 1540cm' 1 . 
mp: 23S.2-239.9°C. 

< Example 1 55; Synthesis of l-(2-Chlorobenzyl)-6-(4-methoxyben2enesulfonylcarbamoyl)- 
2-methylbenzimidazole (217) > 

N,N'-carbonyldiimidazole (0.43 lg) was added all at once to an N,N- 
dimethylformamide (15ml) solution of 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole 
(0.400g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethylformamide (5ml) solution of 4-methoxybenzenesulfonamide (0.498g) and 
diazabicycloundecene (0.405g) was added, and the solution was stirred for 67 hours at 
1 00°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. Water and chloroform were added to the residuum. While being 
stirred, 10% hydrochloric acid was added until the aqueous layer became acidic. The organic 
layer, which was obtained through chloroform extraction (twice), was washed with a 
saturated sodium hydrogencarbonate aqueous solution, and the solvent was removed through 
evaporation under reduced pressure. After purification using silica gel column 
chromatography (eluate: chloroform/methanol = 100/2 ~ 100/10) and then concentration, 
crystals were formed in a mixture solution of ethyl acetate and diethylether. The crystals 
were separated through filtration, dried, and thus, 0.450g of l-(2-chlorobenzyl)-6-(4- 
methoxybenzenesulfonylcarbamoyl)-2-methylbenzimidazole (2 1 7) was obtained. 
[Physical Characteristics of the Compound (217)] 

'H-NMR^MSO-d^S): 2.46 (3H, s), 3.83 (2H, s), 5.58 (2H,s), 7.12 (2H, d, J = 9.0Hz), 
7.21 (lH,t, J = 7.3Hz), 7.33 (lH,t), 7.56 (1H, d, J = 7.0Hz), 7.63 (1H, d, J = 8.5Hz), 7.71 
(1H, dd, J = 1.6 and 8.5Hz), 7.91 (2H, d, J = 9.0Hz), 8.05 (1H, d, J = 1.3Hz). 
IR(KBr): 1683cm" 1 . 
Mass(FAB): m/e470(M+l). 
mp: 271.0 -274.0°C. 

< Example 156; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(a- 
toluenesulfonylcarbamoyl)benzimidazole (218) > 

By using the method of Example 155, l-(2-chlorobenzyl)-2-methyl-6-(a- 



= 7.6Hz), 7.34(lH,t,J = 7.<5Hz), 7.56 (1H, t, J = 8.0Hz), 7.6S (1H, d, J = 8.5Hz), 7.83 
(lH.d, J = S.3Hz), 8.07 (lH.s), 8.16 (2H, d, J = 8.7Hz), 8.37 (2H, d, J = S.7Hz). 
IR(KBr): 1621cm' 1 . 
Mass(FAB): m/e4S5(M+l). 
mp: 330-332°C. 

< Example 159; Synthesis of l-(2-ChlorobenzyI)-2-methyI-6-[4- 
(trifluoromethyl)benzenesulfonylcarbamoyI]benzimidazole (221) > 

By using the method of Example 155, l-(2-chlorobenzyl)-2-methyl-6-[4- 
(trifluoromethyl)benzenesulfonylcarbamoyl]benzimidazole (221) (0.390g) was obtained from 
6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (0.450g), N,N'-carbonyldiimidazole 
(0.4S6g), 4-(trifluoromethyl)benzenesulfonamide (0.676g) and diazabicycloundecene 
(0.457g). 

[Physical Characteristics of the Compound (221)] 

■H-NMR (DMSO-d6, 5): 2.52 (3H, s), 5.62 (2H, s), 6.47 (1H, d, J = 7.2Hz), 7.22 (1H, t, J 
-7.5Hz), 7.34 (lH,t), 7.56 (1H, d, J = 8.0Hz), 7.66 (1H, d, J = 8.5Hz), 7.78 (1H, d), 7.97 
(2H,d, J = 8.3Hz), 8.06 (1H, s), 8.15 (2H, d, J = 8.3Hz). 
IR(KBr): 1620cm" 1 . 
Mass(FAB): m/e508(M+l). 
mp: 288.0 -292.0°C. 

< Example 160; Synthesis of 6-(2-Chlorobenzenesulfonylcarbamoyl)-l-(2-chlorobenzyl)-2- 
methylbenzimidazole Ammonium Salt (222) > 

N,N'-carbonyldiimidazole (0.485g) was added all at once to an N,N- 
dimethylformamide (15ml) solution of 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimida2ole 
(0.450g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethylformamide (5ml) solution of trifluoromethanesulfonamide (0.5 75g) and 
diazabicycloundecene (0.457g) was added, and the solution was stirred for 72 hours at 
100°C. The reaction solution was cooled and the solvent was removed under reduced 
pressure. Water and ethyl acetate were added to the residuum. As it was being stirred, 10% 
hydrochloric acid was added until the water layer became acidic. Precipitated crystals were 
separated through filtration. The crystals were then dissolved in ethanol and then aqueous 
ammonia was added to adjust the acidity to pH 7. Furthermore, diisopropyl ether was added. 
Precipitated crystals were separated through filtration, then dried and thus, 0.3 60g of 6-(2- 
chlorobenzenesulfonylcarbamoyl)-l-(2-chloro^ salt 
(222) was obtained. 

[Physical Characteristics of the Compound (222)] 

1 H-NMR (DMSO-d6, 6): 2.47 (3H, s), 5.51 (2H, s), 6.43 (1H, d, J = 7.5 Hz), 7.12 (4H, br - 
s), 7.19 (1H, t, J = 7.6 Hz), 7.28 - 7.38 (4H, m), 7.46 (1H, d, J = 8.3 Hz), 7.53 (1H, d, J = 
7.9 Hz), 7.78 - 7.82 (2H, m), 7.97 (1H, m). 



tolucnesulfonylcarbamoyl)benzimidazole (2 IS) (0.3 50g) was obtained from 6-carboxy-l-(2- 
chlorobenzy])-2-methylbenzimidazole (0.450g), r^N'-carbonyldiimidazole (0.485g), a- 
toluenesulfonamide (0.51 2g) and diazabicycloundccene (0.456g). - - 
[Physical Characteristics of the Compound (2 IS)] 

■H-NMR(DMSO-d6,5): 2.48 (3H, s), 4.36 (2H, s), 5.53 (2H, s), 6.40 (1H, d, J = 6.SHz), 
7.15- 7.28 (6H,t), 7.32 (lH,t), 7.49 (1H, d, J = 8.3Hz), 7.55 (lH,d), 7.S3 - 7.S7 (2H, 
m). 

IR(KBr): 1593cm* 1 . 
Mass(FAB): m/e454(M+l). 
mp: 193 - 196°C(foam). 

< Example 157; Synthesis of l-(2-Chlorobenzyl)-6-(2,5- 
dimethylben2enesulfonylcarbamoyl)-2-methylbenzimidazole (219) > 

By using the method of Example 155, l-(2-chlorobenzyl)-6-(2,5- 
dimethylbenzenesulfonylcarbamoyl)-2-methylbenzimidazole (219) (0.490g) was obtained 
from 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (0.500g), N,N'- 
carbonyldiimidazole (0.539g), 2,5-xylenesulfonamide (0.6 16g) and diazabicycloundecene 
(0.506g). 

[Physical Characteristics of the Compound (219)] 

'H-NMR (DMSO-d6, 6): 2.35 (3H, s), 2.48 (3H, s), 2.51 (3H, s), 5.58 (2H, s), 6.45 (1H, d, 
J = 7.5Hz), 7.20- 7.27 (2H.ni), 7.31 -7.39 (2H, m), 7.56 (1H, d, J = 8.0Hz), 7.64 (1H, d, 
J = 8.5Hz), 7.75(lH,d,J = 8.5Hz), 7.82 (2H, s), 8.06 (1H, s), 12.45 (1H, brs). 
IR(KBr): 1690cm* 1 . 
Mass(FAB): m/e 468(M+1). 
mp: 266.5 -267.5°C. 

< Example 158; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(4- 
nitrobenzenesulfonylcarbamoyl)benzimidazole (220) > 

N,N'-carbonyldiimidazole (0.432g) was added all at once to an N,N- 
dimethylformamide (15ml) solution of 6-carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole 
(0.432g), and the solution was stirred for one hour at room temperature. Subsequently, an 
N,N-dimethylformamide (5ml) solution of 4-nitrobenzenesulfonamide (0.538g) and 
diazabicycloundecene (0.405 g) was added, and the solution was stirred for 84 hours at 
1 00°C. The reaction solution was cooled and the solvent was removed through evaporation 
under reduced pressure. When chloroform and hydrochloric acid were added to the residuum 
and the solution was stirred, crystals precipitated. The crystals were separated through 
filtration, dried, and thus, 0.300g of l-(2-chlorobenzyl)-2-methyl-6-(4- 
nitrobenzenesulfonylcarbamoyljberaimidazole (220) was obtained. 
[Physical Characteristics of the Compound (220)] 

'H-NMR (DMSO-d6, 5): 2.56 (3H, s), 5.65 (2H, s), 6.54 (1H, d, J = 7.6Hz), 7.23(lH,t,J 



IR(KBr): 1590 cm" 1 . 

Mass (FAB): m/e 474(M+1-NH3). 

nip: 264.0- 267.0 °C. 

< Example 161; Synthesis of 6-Carbamoyl-l-(2,4-dichloroben2yl)-2-methylbenzimidazoIe 
(223) > 

Oxylyl chloride (0.437g) was added to a methylene chloride (8ml) solution of 6- 
carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole (0.490g) and N,N- 
dimethylformamide (1 drop) under ice-chilled conditions, and the solution was stirred for 1.5 
hours at room temperature. Then, 28% aqueous ammonia (4ml) was added and the solution 
was stirred for 12 hours at room temperature. Water and methylene chloride were added to 
the reaction solution for extraction. After the organic layer was concentrated, precipitated 
crystals were collected, dried and 6-carbamoyI-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (223) (0.240g) was obtained. 
[Physical Characteristics of the Compound (223)] 

] H-NMR (DMSO-d6, 5): 2.48 (3H, s), 5.54 (2H, s), 6.41 (1H, d, J = 8.4 Hz), 7.21 - 8.02 
(3H,m), 7.31 (lH,dd, J = 2.2 and 8.4 Hz), 7.60 (1H, d, J = 8.4Hz), 7.75 (1H, m), 7.93 (1H, 
s). 

IR(KBr): 1666 cm -1 . 
mp: 112.0-1 14.0 °C. 

< Example 162; Synthesis of 6-Benzenesulfonylcarbamoyl-2-benzyl-l-(2,4- 
dichlorobenzyl)benzimidazole (224) > 

N,N*-carbonyldiimidazole (0.248g) was added all at once to a N,N- 
dimethylformamide (5ml) solution of 2-benzyl-6-carboxy-l-(2,4- 

dichlorobenzyl)benzimidazole (0.3 15g), and the solution was stirred for one hour at room 
temperature. Subsequently, a N,N-dimethylformamide (4ml) solution of 
benzenesulfoneamide (0.240g) and diazabicycloundecene (0.233g) was added and the 
solution was stirred for 62 hours at 100 °C. The reaction solution was chilled and the solvent 
was removed under reduced pressure. Water and chloroform were added to the residuum. 
As it was being stirred, 10% hydrochloric acid was added to the solution until the water layer 
became acidic. An organic layer was obtained using chloroform extractions (twice) and the 
organic layer was washed with a saturated aqueous solution of sodium hydrogencarbonate. 
The solvent was partially removed under reduced pressure. Methanol (4ml) and 20% 
aqueous solution of potassium hydrogencarbonate were added to the residuum. After the 
solution became uniform, the acidity was adjusted to pH5 ~ 6 with 10% hydrochloric acid. 
Precipitated crystals were separated through filtration, dried and thus, 0.3 lOg of 6- 

benzenesulfonylcarbamoyl-2-ben2yl-l-(2 } 4-dichloroben2yl)benzimidazole (224) was - 
obtained. 

[Physical Characteristics of the Compound (224)] 



1 H-NMR (DMS0-d6, 5): 4.32 (1H, s), 5.61 (2H, s), 6.16 (1H, d, J = 8.4 Hz), 7.09(lH,dd,J 
= 8.4 and 1.9 Hz), 7.1 S- 7.10 (5H, m), 7.S2 - 7.58 (6H, m), 7.97 (2H, d, J = 7.6Hz), 8.10 
(lH.s), 12.43 (lH.br s). 
IR(KBr): 1703 cm* 1 . 
mp: 236.0 - 23S.0 °C. 

< Example 163; Synthesis of 5-BenzenesulfonyIcarbamoyI-2-benzyl-l-(2,4- 
dichIorobenzyl)benzimidazole (225) > 

By using the method of Example 152, 5-benzenesulfonylcarbamoyl-2-benzyl-l-(2,4- 
dichlorobenzyl)benzimidazole (225) (0,270g) was obtained from 2-benzyl-5-carboxy-l-(2,4- 
dichlorobenzyl)benzimidazole (0.3 S5g), N,N'-carbonyldiimidazole (0.304g), 
benzenesulfoneamide (0.294g), and diazabicycloundecene (0.285g). 
[Physical Characteristics of the Compound (225)] 

'H-NMR (DMSO-d6, 5): 4.28 (2H, s), 5.52 (2H, s), 6.14 (1H, d, J = 8.4 Hz), 7.21 - 7.06 
(6H, m), 7.42 (1H, d, J - 8.6 Hz), 7.76 - 7.57 (5H, m), 8.05 - 7.95 (2H, m), 8.24 (1H, s), 
12.43 (lH.br s). 
IR(KBr): 1691cm -1 . 
mp: 107.0- 110.0 °C. 

< Example 164; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
hydroxybenzimidazole (226) > 

Tetramethoxymethane (0.220g) was added to an acetic acid aqueous solution (5ml) 
of N-benzenesulfonyl-4-amino-3-(biphenyl-4-ylmethylamino)benzamide (0.400g), and the 
solution was stirred for two hours at 80 °C. The reaction solution was concentrated. After 
20% aqueous solution of potassium hydrogencarbonate was added to the solution to make it a 
basic, its acidity was adjusted to pH5 ~ 6 with 10% hydrochloric acid. Precipitated crystals 
were collected and methanol (10ml), 10% hydrochloric acid (0.50g), and 35% hydrochloric 
acid (0.3 5g) were applied to the crystals. The mixture was stirred for 15 hours at 60 °C. 
After 20% aqueous solution of potassium hydrogencarbonate was added to the solution to 
make it a basic, its acidity was adjusted to pH5 - 6 with 10% hydrochloric acid. Precipitated 
crystals were separated through filtration, dried and thus, 6-benzenesulfonylcarbamoyl-l- 
(biphenyl-4-ylmethyl)-2-hydroxybenzimidazole (226) (0.2 19g) was obtained. 
[Physical Characteristics of the Compound (226)] 

1 H-NMR (DMSO-d6, 5): 5.07 (2H, s), 7.08 (1H, d, J - 8.2 Hz), 7.33 - 7.39 (3H, m), 7.44 
(2H, t, J = 7.5Hz), 7.60 - 7.65 (7H, m), 7.66 - 7.72 (2H, m), 7.96 - 7.80 (2H, m), 11.46 
(lH,s), 12.34 (lH,s). 
IR(KBr): 1704,1686 cm' 1 . 
Mass(FD): m/e483(M). 
mp: 268.7- 273.9 °C. 



< Example 165; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmelhyl)-2- 
mercaptobcnzimidazole (227) > 

Carbon disulfide (2ml) was added to a methanol (10ml) solution of N- • 
benzenesulfonylcarbanioyl-4-amino-3-(biphenyl-4-ylmethylamino)benzamide (O.SOOg), and 
the solution was stirred for 70 hours at 50 °C. Chloroform and water were added. 
Precipitated crystals were separated through filtration, dried and thus, 6- 
benzenesulfonylcarbanioyl-l-(biphenyl-4-ylmethyl)-2-mercaptobenzimidazole (227) 
(0.719g) was obtained. 

[Physical Characteristics of the Compound (227)] 

] H-NMR (DMSO-d6, 5): 5.55 (2H, s), 7.28 (1H, d, J = 8.4 Hz), 7.35 (1H, t, J = 6.3Hz), 7.39 
- 7.47 (4H, m), 7.61 - 7.65 (6H, m), 7.69 (1H, t, J - 7.4Hz), 7.78 (1H, dd, J = 8.4 and 
1.4Hz), 7.87 (lH,s), 7.81 - 7.98 (2H, m), 12.51 (1H, s), 13.29 (lH.s). 
IR(KBr): 1701cm* 1 . 
mp: 320.0- 321.0 °C. 

< Example 166; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
methoxybenzimidazole (228) > 

Tetramethoxymethane (0.250g) was added to an acetic acid solution (3ml) of N- 
benzenesulfonyl-4-amino-3-(biphenyl-4-ylmethylamino)benzamide (0.400g), and the 
solution was stirred for two hours at 80 °C. Methanol was added to the reaction solution, and 
precipitated crystals were collected. The crystals were washed in a mixture solvent of 
acetone (1ml) and methanol (8ml), separated through filtration, dried and thus, 6- 
benzenesulfonylcarbamoyl- 1 -.(biphenyi-4-ylmethyl)-2-methoxybenzimidazole (228) (0.280g) 
was obtained. 

[Physical Characteristics of the Compound (228)] 

] H-NMR (DMSO-d6, 5): 4.17 (3H, s), 5.33 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.35 (1H, t, J = 
7.4Hz), 7.44(2H,t,J = 7.5Hz), 7.50 (1H, d, J= 8.4Hz), 7.60 - 7.65 (6H, m), 7.68-7.72 
(2H,m), 7.98 - 8.01 (2H,m), 8.05 (lH,d, J =1.5Hz), 8.18 (1H, s), 12.50 (lH,s). 
IR(KBr): 1690 cm* 1 . 
mp: 136.0- 138.5 °C. 

< Example 167; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
carboxybenzimidazole (229) > 

Triethylamine (0.080g) and methyloxalyl chloride (0.1 48g) were added to an N,N- 
dimethylformamide (3ml) solution of N-benzenesulfonyl-4-amino-3-(biphenyl-4- 
ylmethylamino)benzamide (0.400g), and the solution was stirred for two hours at room 
temperature. "The reaction solution was concentrated and the residuum was purified using 
silica gel column chromatography (eluate: ethyl acetate/methanol = 9/1) and preliminarily. ~~ 
purified 6-benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2-carboxybenzimidazole was 
obtained. This was dissolved in acetic acid (1ml) and methanol (5ml) and the solution was 



stirred for 15 hours at 60 °C. The solution was neutralized with a potassium hydroxide 
aqueous solution. Precipitated crystals were separated through filtration, dried and thus, 6- 
benzenesulfonylcarbajnoyl-l-(biphenyl-4-ylrnethyl)-2-carboxybenzimida2ole (229) (0.245g) 
was obtained. 

[Physical Characteristics of the Compound (229)] 

'H-NMR (DMSO-d6, 5): 5.44 (2H, s), 7.23 (1H, d, J = 8.4Hz), 7.36 (1H, t, J = 7.6Hz), 7.41 
(2H, d, J = 8.1Hz), 7.45 (2H, t, J = 7.5Hz), 7.58 (2H, t, J = 7.8Hz), 7.60 - 7.71 (7H, m), 
7.94 (2H, d, J = S.3Hz), 12.38 (lH,s), 12.52 (lH,s). 
IR(KBr): 1670 cm' 1 , 
mp: 247.5 - 250.0 °C. 

< Example 168; S)Tithesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
methylaminobenzimidazole (230) > 

A mixture of N-benzenesulfonylcarbamoyl-4-amino-3-(biphenyl-4- 
ylmethylamino)benzamide (0.300g), methylisothiocyanate (0.200g), methanol (5ml) and 
acetone (5ml) was stirred for twelve hours at room temperature. Furthermore, 97% sulfuric 
acid (1ml) was added and the solution was stirred for 43 hours at room temperature. After 
the reaction solution was made basic by adding 20% potassium hydrogencarbonate aqueous 
solution, the solution was concentrated and the residuum was extracted with ethyl acetate and 
water. An organic layer was concentrated and dissolved in chloroform. Hexane was added 
to the solution. Precipitated crystals were separated through filtration, dried and thus, 6- 
ben2enesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-memylaminobenzimidazole (230) 
(0.1 40g) was obtained. 

[Physical Characteristics of the Compound (230)] 

1 H-NMR (DMSO-d6, 6): 2.98 (3H, d, J = 4.4Hz), 5.34 (2H, s), 7.22 (2H, d, J = 8.2Hz), 7.26 
(lH,d,J = 8.4Hz), 7.34 (lH,t, J = 7.3Hz), 7.44 (2H, t, J = 7.5Hz), 7.57 (2H, t, J = 7.6Hz), 
7.59 - 7.68 (6H, m), 7.76 (1H, s), 7.95 (2H, d, J = 7.4Hz), 12.28 (1H, s). 
IR(KBr): 1672 cm' 1 . 
mp: 225.0- 228.0 °C. 

< Example 169; Synthesis of 2-Amino-6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)benzimidazole (231) > 

Methanol (10ml), acetone (10ml), and bromocyanogen (0.395g) were added to N- 
benzenesulfonylcarbamoyl-4-amino-3-(biphenyl-4-ylmemylammo)benzaim^e (0.395g). The 
solution was stirred for 100 hours at room temperature and 30 hours at 50 °C. Chloroform 
and water were added and an extraction was performed. An organic layer was washed with 
water (6 times), and concentrated. The residuum was purified using silica gel column 
chromatography (eluate: ethyl acetate/methanol = 9/1) and thus, 2-amino-6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyI)benzimidazole (231) (0.1 35g) was 
obtained. 



[Physical Characteristics of the Compound (334)] 

'H-NMR(CDC] 3) 5): 0.96 (3H, t, J = 7.3Hz), 1.37 - 1.43 (2H, m), 1.55 - 1.62 (2H f m), 
2.56 (3H,s), 3.46 (2H,q, J = 7.0Hz), 5.40 (2H,s), 6,15 (1H, br s), 6.32 (1H, d, J = 8.5Hz), 
7.07 (lH,d, J = S.4Hz), 7.48 (1H, d, J = 2.0Hz), 7.55 (1H, d, J = S.4Hz), 7.74(lH,d,J = 
S.4Hz), 7.79 (lH,s). 
IR(Nujol): 1636cm' 1 . 
mp: 146.6 - 147.5°C 

< Production Example 53; Production of 3-[sec-(2,4-Dichlorophenethyl)amino]-4-nitro- 
ethylbenzoate > 

A toluene (5ml) solution of 3-fluoro-4-nitro-benzoic acid (0.877g) and sec-(2,4- 
dichlorophenethy])amine (2.25g) was refluxed by heating for 15 hours. After the solvent was 
removed by evaporation, the residuum was purified using silica gel column chromatography 
and thus, a preliminarily purified material of 3-fsec-(2,4-dichlorophenethyl)amino]-4-nitro- 
benzoic acid was obtained. Ethanol (80ml) and 97% sulfuric acid (3.0g) were added to this, 
and the solution was refluxed by heating for 4.5 hours. After removing the ethanol by 
evaporation under reduced pressure, chloroform and a saturated sodium hydrogencarbonate 
aqueous solution were added and extraction was performed. After drying the organic layer, a 
residuum was obtained through concentration under reduced pressure. The residuum was 
purified using silica gel column chromatography (eluate: hexane/ethyl acetate = 2/1) and 
thus, 3-[sec-(2,4-dichlorophenethyl)amino]-4-nitro-ethylbenzoate (1.1 6g) was obtained. 
[Physical Characteristics of Compound] 

1 H-NMR(CDC1 3> 5): 1.35 (3H, t, J = 7.1Hz), 1.64 (3H, d, J = 6.6Hz), 4.30(2H,q,J = 
7.1Hz), 5.16 (lH,m), 7.18 - 7.31 (4H, m), 7.43 (1H, d, J = 2.0Hz), 8.21 (1H, d, J - 8.8Hz), 
8.34 (1H, d,J = 5Hz). 

< Production Example 54; Production of 4-Amino-3-[sec-(2,4-dichlorophenethyl)amino] 
ethylbenzoate > 

A mixture of 3-[sec-(2,4-dichlorophenethyl)amino]-4-nitro-ethylbenzoate (1.14g), 
reduced iron (1.60g), ethanol (10ml) and acetic acid (5ml) was refluxed by heating for three 
hours. Solids were separated through filtration. The filtrate was concentrated and a residuum 
was formed. Extraction was performed on the residuum with chloroform and 10% 
hydrochloric acid. The organic layer was washed with a saturated sodium hydrogencarbonate 
aqueous solution and the solvent was removed by evaporation under reduced pressure. The 
obtained residuum was purified using silica gel column chromatography (eluate: 
hexane/ethyl acetate = 2/1) and thus, 4-amino-3-[sec-(2,4- 
dichlorophenethyl)amino]ethylbenzoate (0.920g) was obtained. 

[Physical Characteristics of Compound] ~ 
^-NMR (CDCI3, 5): 1.31 (3H, t, J = 7.1Hz), 1.52 (3H, d, J = 6.7Hz), 3.56 (1H, br s), 3.79 
(2H,brs), 4.23 (2H, q, J = 7.1Hz), 4.96 (1H, q, J = 6.7Hz), 6.68 (1H, d, J = 8.0Hz), 7.03 



(lH,d,J= 1.7Hz), 7.15(lH,dd,J = 2.1 and S.4Hz), 7.35 (1H, d, J = S.4Hz). 7.39-7.43 
(2H, m). 



< Example 273; Synthesis of l-[sec-(2,4-DichIorophenethyl)]-6-ethoxycarbonyl-2- 
methylbenzimidazole (335) > 

Acetyl chloride (0.243g) was dripped into a pyridine (2.0ml) solution of 4-amino-3-[sec-(2,4- 
dichlorophenethyl)amino]ethylbenzoate (0.900g) at room temperature. After the solution 
was stirred for one hour at room temperature, ethyl acetate and excessive 10% hydrochloric 
acid were added and extraction was performed. The organic layer was washed with a 
saturated sodium hydrogen carbonate aqueous solution. Removal of the solvent through 
evaporation under reduced pressure produced a preliminarily purified material of 4-4- 
acetylamino-3-[sec-(2,4-dichlorophenethyl)amino]ethylbenzoate. This was immediately 
dissolved in ethanol (20ml). 36% hydrochloric acid (0.4ml) was added arid the solution was 
refluxed by heating for two hours. Sodium hydrogencarbonate was added and it was 
neutralized. The solvent was removed through evaporation under reduced pressure. Ethyl 
acetate and water were added to the residuum and extraction was performed. The organic 
layer was concentrated, purified using silica gel column chromatography (eluate: ethyl 
acetate/methanol = 20/1) and thus, l-[sec-(2,4-dichlorophenethyI)]-6-ethoxycarbonyl-2- 
methylbenzimidazole (335) (0.700g) was obtained. 
[Physical Characteristics of the Compound (335)] 

■H-NMR (CDC1 3 , 5): 1 .38 (3H, t, J = 7.2Hz), 2.01 (3H, d, J = 7.2Hz), 2.63 (3H, s), 4.29 - 
4.40 (2H,m), 5.89 (1H, q, J = 7.2Hz), 7.37 (1H, dd J = 2.2 and 8.4Hz), 7.40(lH,d,J = 
2.0Hz), 7.52(lH,d,J = 8.4Hz), 7.67 (1H, d, J = 8.4Hz), 7.86 (1H, s), 7.91 (lH,dd,J=1.4 
and 8.4Hz). 

< Example 274; Synthesis of 6-Carboxy-l-[sec-(2,4-dichlorophenethyl)]-2- 
methylbenzimidazole (336) > 

By using the method of Example 53, 6-carboxy-l-[sec-(2,4-dichlorophenethyl)]-2- 
methylbenzimidazole (336) (0.447g) was obtained from l-[sec-(2,4-dichlorophenethyl)]-6- 
ethoxycarbonyl-2-methylbenzimidazole (335) (0.690g). 
[Physical Characteristics of the Compound (336)] 

'H-NMR (DMSO-d6, 5): 1.88 (3H, d, J - 6.8Hz), 2.57 (3H, s), 6.01 (1H, q), 7.55 (1H, d), 
7.60- 7.67 (3H,m), 7.71 (lH,d), 7.89 (1H, d), 12.65 (1H, br s). 

< Example 275; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-l-[sec-(2,4- 
dichlorophenethyl)]-2-methylbenzimidazole (337) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-l-[sec-(2,4- 
dichlorophenethyl)]-2-methylben2imidazole (337) (g) was obtained from 6-carboxy-l-[sec- 
(2,4-dichlorophenethyl)]-2-methylbenzimidazole (0.433g), N,N*-carbonyldiimidazole 
(0.4 12g), butanesulfonamide (0.348g), and diazabicycloundecene (0.3 86g). 



[Physical Characteristics of the Compound (337)] 

'H-NMR (DMSO-d6, 5): 0.84 (3H, d, J = 7.3Hz), 1 .34 (2H, m), 1 .57 (2H, m), 1 .89 (3H, d, 
J = 7.0Hz), 2.49 (3H f s), 3.07 (2H, m), 5.954 (IH, q, J = 7.0Hz), 7.41 (IH, d, J = 8.7Hz), 
7.56 (1H, dd, J - 2.1 and 8.5Hz), 7.61 (IH, d, J = 2.1Hz), 7.74 - 7.79 (3H, m). 

< Example 276; Synthesis of l-(4-BiphenyImethyl)-2-ethyl-6-(phenylcarbamoyI) 
benzimidazole (33S) > 

By using the method of Example 15, l-(4-biphenylmethyl)-2-ethyl-6- 
(phenylcarbamoyl)benzimidazole (338) (0.1 95g) was obtained from l-(4-biphenylmethyl)-6- 
chlorocarbamoyl-2-ethylbenzimidazole hydrochloride (OJOOg), triethylamine (0.243g) and . 
aniline (0.224g). 

[Physical Characteristics of the Compound (338)] 

! H-NMR(CDCI 3 ,5): 1.47 (3H, d, J = 7.5Hz), 2.93 (2H, q, J - 7.5Hz), 5.44 (2H, s), 7.11 
(2H, d, J = 8.2Hz), 7.14 (lH,t, J = 7.4Hz), 7.32 - 7.38 (3H, m), 7.42 (2H, t, J = 7.4Hz), 
7.51 - 7.54 (4H, m), 7.63 (2H, d, J = 7.8Hz), 7.69 (IH, dd, J = 8.4 and 1.6Hz), 7.84 (1H, d, 
J = 8.4Hz), 7.88(lH,brs), 7.97 (IH, d, J= 1.5Hz). 
IR(Nujol): 1647cm' 1 . 
mp: 171.7- 172.1°C. 

< Example 277; Synthesis of l-(4-Biphenylmethyl)-2-ethyl-6-(l ,3,4-thiadiazole-2- 
ylcarbamoyl)benzimidazole (339) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-( 1,3,4- 
thiadiazole-2-ylcarbamoyl)benzimidazole (339) (0.234g) was obtained from l-(4- 
biphenylmethyl)-6-carboxy-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole 
(0.272g), 2-amino-l,3,4-thiadiazole (0.1 70g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (339)] 

'H-NMR (CDCI3, 8): 1.45(3H,d,J = 7.5Hz), 2.90 (2H, q, J = 7.5Hz), 5.53 (2H, s), 7.07 
(2H, d, J = 8.3Hz), 7.33 (IH, t, J = 7.5Hz), 7.40 (2H, t, J = 7.3Hz), 7.52 (4H, d, J = 8.2Hz), 
7.89(lH,d,J=8.5Hz), 8.08 (IH, dd, J = 8.5 and 1.6Hz), 8.34 (IH, d, J = 1.2Hz), 7.60 (IH, 
s), 12.26 (lH,s). 
IR(Nujol): 1654cm' 1 . 
mp: 230.1 -233.4°C. 

< Example 278; Synthesis of l-(4-Biphenylmethyl)-2-ethyl-6-(tetrazole-5- 
ylcarbamoyl)benzimidazole (340) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(tetrazole-5- 
ylcarbamoyl)benzimidazole (340) (0.135g) was obtained from l-(4-biphenylmethyl)-6- 
carboxy-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole (0.272g), 5- 
aminotetrazole (0.143g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (340)] 



'H-NMR (DMS0-d6, 5): 1.32 (3H, t, J = 7.5Hz), 2.93 (2H, q, J = 7.5Hz), 5.61 (2H, s), 
7.23(2H,d,J=S.lHz) } 7.34 (1H, t, J = 7.4Hz), 7.44 (2H, t, J = 7.6Hz), 7.60 - 7.67 (4H, 
m), 7.76 (lH.d, J = S.5Hz), 7.93 (1H, d, J = S.6Hz), S.46(lH,s), 12.30 (lH.s), 15.95 . 
(1H, s). 

IR(Nujol): 1667cm' 1 . 
mp: 273.1 -276.0°C. 

< Example 279; Synthesis of l-(4-Biphenylmethyl)-2-ethyl-6-(l,3,4-triazole-3- 
ylcarbamoyl)benzimidazole (341) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(l,3,4-triazole- 
3-ylcarbamoyl)benzimidazole (341) (0.224g) was obtained from l-(4-biphenylmethyl)-6- 
carboxy-2-ethylbenzimidazole (0.300g), NjN'-carbonyldiimidazole (0.272g), 3-amino- 1,3,4- 
triazole (0.141g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (341)] 

] H-NMR(DMSO-d6,5): 1.33 (3H, t, J = 7.4Hz), 2.93 (2H, q, J = 7.4Hz), 5.63 (2H, s), 
7.17 (2H, d, J = 8.3Hz), 7.35 (1H, t, J = 7.4Hz), 7.44 (2H, t, J = 7.5Hz), 7.60 - 7.65 (4H, 
m), 7.78 (1H, d, J = 7.4Hz), 7.83 (1H, dd, J = 8.4 and 1.5Hz), 8.17 (lH.s), 8.77 (2H, s), 
12.04 (1H, s). 
IR(Nujol): 1675cm" ! . 
mp: 263.4 -266.2°C. 

< Example 280; Synthesis of 1 -(4-Biphenylmethyl)-2-ethyl-6-(l ,3,4-triazole-2- 
ylcarbamoyljbenzimidazole (342) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(l,3 s 4-triazole- 
2-ylcarbamoyl)berizimidazole (342) (0.21 5g) was obtained from l-(4-biphenylmethyl)-6- 
carboxy-2-ethylbenzhnidazole (0.300g), N,N'-carbonyldiimidazole (0.272g), 2-amino- 1,3,4- 
triazole (0.141g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (342)] 

1 H-NMR (DMSO-d6, 5): 1.31 (3H, t, J = 7.4Hz), 2.92 (2H, q, J = 7.4Hz), 5.60 (2H, s), 

7.23 (2H, d, J = 7.8Hz), 7.34 (1H, t, J = 7.2Hz), 7.44 (2H, t, J = 7.6Hz), 7.60 - 7.66 (4H, 

m), 7.72 (lH,d, J = 8.3Hz), 7.78 (1H, s), 7.95 (1H, d, J = 8.3Hz), 8.43 (1H, s), 11.85 (1H, 

s), 13.57 (lH,s). 

IR(Nujol): 1659cm" 1 . 

mp: 306°C (decomposition). 

< Example 28 1 ; Synthesis of 1 -(4-Biphenylmethyl)-2-ethyl-6-(3-pyridylcarbamoyl) 
benzimidazole (343) > 

By using the method of Example 98, 1 -(4-biphenylmethyl)-2-ethyl-6-(3- 
pyridylcarbamoyl)benzimidazole (343) (0.229g) was obtained from 1 -(4-biphenylmethyl)-6- 
carboxy-2-etiiylbeiiziinidazole (OJOOg), N,N*-carbonyldiimidazole (0.272g), 3- 



methylbenzimidazole (347) and 6-ChlorosulfonyI-l-(2,4-dichIorobcnzy1)-2- 
methylbenzimidazole (34S) > 

In an ice bath, l-(2,4-dich]orobenzyI)-2-methylbenzimidazo]e (4.00g) was added to 
chlorosulfonic acid (20ml) and. the solution was stirred for 24 hours at room temperature and 
at 1.5 hours at S0°C. The reaction solution was poured into ice water, precipitated gummy 
solids were separated through filtration, and thus, a mixture of 5-chlorosulfonyl-l-(2,4- 
dichlorobenzyl)-2-methyIbenzimidazole (347) and 6-chlorosulfonyI-l-(2,4-dichlorobenzyI)- 
2-methylbenzimidazoIe (348) was obtained. This material was immediately used for the 
following reaction. 

< Example 286; Syntheses of 5-Aminosulfonyl-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (349) and 6-Aminosulfonyl-l-(2,4-dichIorobenzyl)-2- 
methylbenzimidazole (350) > 

The mixture of 5-chlorosulfonyl-l-(2,4-dichlorobenzyl)-2-methylbenzimidazoIe and 
6-chlorosulfonyl-l-(2,4-dichlorobenzyl)-2-methylbenzimidaz61e, which was obtained in 
Example 285, was immediately processed with a 25% aqueous ammonia (100ml) for one 
hour at room temperature. Separation of solids through filtration produced a 1/1 mixture 
(2.68g) of 5-aminosulfonyl-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole (349) and 6- 
aminosulfonyl-l-(2,4-dichlorobenzyl)-2 -methylbenzimidazole (350). 
[Physical Characteristics of the Compounds (349) and (350)] 

J H-NMR (CD 3 OD, 5): 2.52 (3/2H, s), 2.54 (3/2H, s), 5.54 (2H, s), 6.55 (1H, d, J = 6.9Hz), 
7.17 (lH,d,J = 8.0Hz), 7.52 (lH,s), 7.65 - 7.78 (2H, m), 7.82 (1/2H, s), 8.11 (1/2H, s). 

< Example 287; Syntheses of 6-(n-Valerylaminosulfonyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (351) and 5-(n-Valerylaminosulfonyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (352) > 

Chloroform (1ml), triethylamine (0.56ml) and n-valeryl chloride (0.500g) were 
added to the mixture (0.500g) of 5-aminosulfonyl-l-(2,4-dichIorobenzyl)-2- 
methylbenzimidazole and 6-aminosulfonyl-l-(2,4-dichIorobenzyl)-2-methylbenzimidazole, 
and the solution was stirred for 48 hours at room temperature. Water was added, the reaction 
was halted, and chloroform extraction was performed. The organic layer was dried, 
concentrated and purified using silica gel column chromatography (eluate: 
chloroform/methanol = 95/5). Thus, a mixture (0.360g) of 5-(n-valerylaminosulfonyl)-l- 
(2,4-dichlorobenzyl)-2-methylbenzimidazole and 6-(n-valerylaminosulfonyl)-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole was obtained. Further, purification of the material 
using medium pressure silica gel column chromatography (eluate: hexane/ethyl acetate = 1/1 
- 1/4) produced 6<n-valerylaminosulfonyl)-l-(2,4-dichlorobenzyl)-2-methylbenzimida2ole 

(351) (0.95g) and 5-(n-valerylanunosulfonyl)-l-(2,4-dichlorobenzyl)-2-memylbenzin^ 

(352) (0.45g). 

[Physical Characteristics of the Compound (351)] 



, H-NMR(DMSO-d6,5): 0.74 (3H, t, J = 7.3Hz), 1.09 (2H, m), 1.31 (2H,m), 2.10(2H,t,J 

= 7.3Hz), 2.53 (3H,s), 5.63 (2H, s), 6.60 (1H, d, J = S.4Hz), 7.32 (1H, d, J = 8.3Hz), 7.67 

- 7.77 (3H, m), 7.93 (lH,s). 

IR(KBr): 1726cm* 1 . 

mp: 207.5 -210.0°C. 

MassfFD): m/e454(M+l). 

[Physical Characteristics of the Compound (352)] 

l H-NMR(DMSO-d6,5): 0.75 (3H, t, J = 7.3Hz), 1.11 (2H,m), 1.34 (2H,m), 2.13(2H,t,J 
= 7.4Hz), 2.51 (3H,s), 5.59 (2H, s), 6.57 (1H, d, J - 8.5Hz), 7.32 (1H, dd, J = 2.2 and 
8.4Hz), 7.57 (1H, d, J = 8.6Hz), 7.67 (1H, dd, J = 1.6 and 8.6Hz), 7.73 (1H, d, J = 2.1Hz), 
8.08 (1H, d,J=1.6Hz). 
IR(KBr): 1706cm -1 . 
mp: 213.0 -216.0°C. 

< Example 288; Synthesis of 2,4-Dimethyl-6-methoxycarbonyIbenzimidazole > 

By using the method described in Journal of Medicinal Chemistry, 1993, 36, 4040- 
4051, 4-acetylamino-5-amino-3-methyl-methylbenzoate was obtained from 4-amino-3- 
methyl-methylbenzoate. Through a subsequent reflux by heating in an acetic acid for two 
hours, 2,4-dimethyl-6-methoxycarbonylbenzimidazole was obtained. 
[Physical Characteristics of Compound] 

'H-NMR (CDC1 3 , 5): 2.55 (3H, s), 2.62 (3H, s), 3.91 (3H, s),7.74(lH, s), 8.07 (1H, s), 
10.65 (1H, br s). 

< Example 289; Synthesis of l-(2,4-Dichlorobenzyl)-2,4-dimethyl-6- 
methoxycarbonylbenzimidazole (353) > 

A mixture of 2 } 4-dimethyl-6-methoxycarbonylbenzimida2ole (0.900g), 2,4- 
dichlorobenzyl chloride (1.20g), sodium iodide (0.200g), potassium carbonate (0.610g) and 
N,N-dimethylformamide (4ml) was stirred for 16 hours at 80°C. After removing the organic 
solvent through evaporation under reduced pressure, ethyl acetate and water were added and 
extraction was performed. The organic layer was concentrated, hexane was added and it was 
crystallized. The crystals were separated through filtration, dried and thus, l-(2,4- 
dichlorobenzyl)-2 ) 4-dimemyl-6-memoxycarbonylbenzimidazole (353) (1.08g) was obtained. 
[Physical Characteristics of the Compound (353)] 

] H-NMR (CDC1 3 , 6): 2.58 (3H, s), 2.71 (3H, s), 3.90 (3H, s), 5.39 (2H, s), 6.30(lH,d,J = 
8.4Hz), 7.07 (lH,dd, J = 8.4 and 2.0Hz), 7.49 (1H, d, J = 2.0Hz), 7.75 (1H, s), 7.81 (1H, 
s). 

< Example 290; Synthesis of 6-Carboxy-l-(2 } 4-dichlorobenzyl)-2,4-dimethylbenzimidazole ' 
(354) > 

By using the method of Example 53, 6-carboxy-l-(2,4-dichlorobenzyl)-2,4- 



acid (lO.Og), N.N'-carbonyldiimidazole (9.40g), 1-butancsulfonamide (7.92g) and 
diazabicycloundecene (S.S3g). 
[Physical Characteristics of Compound] . 
' 'H-NMR (DMSO-d6, §): 0.S7 (3H, t, J = 7.4Hz), 1.37- 1.44 (2H, m), 1.64- 1.71 (2H, m), 
2.12 (3H,s), 3.52 (2H, t, J = 7.7Hz), 7.S3 (1H, d. J = 8.6Hz) v 8.21 (1H, dd, J = 8.6 and 
2.1Hz), S.54(lH,d,J = 2.2Hz), 10.56 (lH.s), 12.32 (1H, s). 

< Production Example 56; Production of N-(l-butanesulfonyl)-3-amino-4- 
acetylaminobenzamide > 

By using the method of Production Example 29, N-(l-butanesulfonyl)-3-amino-4- 
acetylaminobenzamide (3.04g) was obtained from N-(l-butanesulfonyl)-4-acetylamino-3- 
nitrobenzamide (10.75g). 
[Physical Characteristics of Compound] 

'H-NMRCDMSO-d^S): 0.86 (3H, t, J = 7.3Hz), 1.33 - 1 .43 (2H, m), 1.59 - 1.67 (2H, m), 
2.07 (3H,s), 3.37- 3.43 (2H,t), 5.12 (2H, br s), 7.13 (1H, dd, J = 8.2 and 2.0Hz), 7.28 
(1H.cU~1.9Hz), 7.40 (lH,d, J = 8.3Hz), 9.09 (1H, s). 

< Production Example 57; Production of N-(l-Butanesulfonyl)-4-acetylamino-3-[4-(2- 
pyridyI)benzylamino]benzamide > 

By using the method of Production Example 32, a crude product material of N-(l- 
butanesulfonyl)-4-acetylamino-3-[4-(2-p>Tidyl)benzylamino]benzamide was obtained from - 
N-(l-butanesulfonyl)-3-amino-4-acetylaminobenzamide (0.400g) and 2-[(4- 
brommethyl)phenyl]pyridine (0.477g). This material was immediately used for the following 
reaction. 

< Example 284; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-l-[4-(2-pyridyl)benzyl]-2- 
methylbenzimidazole (346) > 

By using the method of Example 183, 6-(l-butanesulfonylcarbamoyl)-l-[4-(2- 
pyridyl)benzyl]-2-methylbenzimidazole (346) (0.330g) was obtained from the above- 
described crude product material of N-(l-butanesulfonyl)-4-acetylamirio-3-[4-(2- 
pyridyl)benzylamino]benzamide. 
[Physical Characteristics of the Compound (346)] 

] H-NMR(DMSO-d6,8): 0.82 (3H, t), 1.37 - 1.46 (2H, m), 1.54 - 1.61 (2H, m), 2.54 (3H, 
s), 3.10 (2H,t, J = 7.8Hz), 5.57 (2H, s), 7.19 (2H, t, J = 7.5Hz), 7.33 (1H, t, J = 5.2Hz), 
7.49 (1H, d, J - 8.4Hz), 7.82 - 7.87 (2H, m), 7.90 (1H, d, J = 8.0Hz), 8.01 - 8.04 (3H, m), 
8.63 (1H, d, J = 4.2Hz). 
IR(Nujol): 1722cm* 1 . 
mp: 292.4 - 298.4°C. 

< Example 285; Syntheses of 5-Chlorosulfonyl-l-(2,4-dichlorobenzyl)-2- 



aminopyridine (0. 1 5Sg) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (343)] 
:'H-NMR(CDCh,5): 1.47 (3H, t, J = 7.6Hz), 2.93 (2H, q, J = 7.4Hz), 5.45 (2H,s), 7.10 
(2H,d,J = S.lHz), 7.29- 7.36 (2H,m), 7.42 (2H, t, J - 7.4Hz), 7.53 (4H, d, J = 8.0Hz), 
7.71 (lH,d, J = S.5Hz), 7.S6 (1H, d, J = S.4Hz), 7.97 (lH,s), 7.98 (1H, s), S.27(lH,d,J- 
8.4Hz), 8.3S(lH,d,J = 4.7Hz), 8.68 (1H, d, J = 2.5Hz). 
IR(Nujol): 1644cm" 1 . 
mp: 124.4- 125.6°C. 

< Example 282; Synthesis of l-(2,4-Dichlorobenzyl)-2-ethyl-6-(2-pyridylcarbamoyl) 
benzimidazole (344) > 

By using the method of Example 98, l-(2,4-dichlorobenzyl)-2-ethyl-6-(2- 
pyridylcarbamoyl)benzimidazole (344) (0.1 52g) was obtained from 6-carboxy-l-(2,4- 
dichlorobenzyl)-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole (0.290g), 2- 
aminopyridine (0.1 68g) and diazabicycloundecene (0.273g). 
[Physical Characteristics of the Compound (344)] 

] H-NMR (CDCl 3j 5): 2.59 (3H,s), 5.43 (2H, s), 6.33 (1H, d, J = 8.4Hz), 7.06 - 7.10 (2H, 
m), 7.50 (1H, d, J = 2.1Hz), 7.77 (1H, dt, J = 7.8 and 1.9Hz), 7.83 (2H, s) } 7.88 (1H, s), 
8.30 (lH,d, J = 3.7Hz), 8.39 (1H, d, J = 8.3Hz), 8.78 (1H, s). 
IR(Nujol): 1666cm" 1 . 
mp: 157.4- 159.2°C. 

< Example 283; Synthesis of l-(4-BiphenylmethyI)-2-ethyl-6-(4-pyridylcarbamoyl) 
benzimidazole (345) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(4- 
pyridylcarbamoyl)benzimidazole (345) (0.1 53g) was obtained from l-(4-biphenylmethyl)-6- 
carboxy-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole (0.272g), 4- 
ainirjopyridine (0.158g) and diazabicycloundecene (0.25 6g). 
[Physical Characteristics of the Compound (345)] 

! H-NMR (CDC1 3 , 5): 1.48 (3H, t, J = 7.4Hz), 2.94 (2H, q, J = 7.4Hz), 5.45 (2H, s), 7.10 
(2H, d, J = 8.1Hz), 7.35 (1H, d, J = 7.4Hz), 7.42 (2H, t, J = 7.4Hz), 7.50 - 7.60 (6H, m), 
7.691 (1H, d, J - 7.8Hz), 7.86 (1H, d, J = 8.3Hz), 7.95 (1H, s), 7.99 (1H, br s), 8.54 (2H, 
dd, J =1.5 and 4.7Hz). 
IR(Nujol): 1663cm" 1 . 
mp: 123.8 - 124. 7°C. 

< Production Example 55; Production of N-(l-Butanesulfonyl)-4-acetylamino-3- 
nitrobenzamide > 

By using the method of Production Example 28, N-(l-butanesulfonyl)-4- 
acetylamino-3-nitrobenzamide (10.75g) was obtained from 4-acetylamino-3-nitro-benzoic 



dimethylbenzimidazole (354) (0.435g) was obtained from l-(2,4-dichIorobenzyl)-2,4- 
dimethyl-6-methoxycarbonylbenzimidazoIe (0.5 1 Og). 
[Physical Characteristics of the Compound (354)] 

■H-NMRCDMSO-de.S): 2.51 (3H, s), 2.55 (3H, s), 5.57 (2H, s), 6.49 (1H, d, J = S.4Hz),' 
7.31 (lH.dd, J = 8.4 and 2.2Hz), 7.62 (lH,s), 7.72 (1H, d, J = 2.0Hz), 7.78 (lH,s), 12.64 
(lH.br s). 

< Example 29 1 ; Synthesis of 6-( 1 -Butanesulfonylcarbamoyl)- 1 -(2,4-dichlorobenzyl)-2,4- 
dimethylbenzimidazole (355) > 

By using the method of Example 98, 6-(l -butanesulfonylcarbamoyl)- 1 -(2,4- 
dichlorobenzyI)-2,4-dimethylbenzimidazole (355) (0.468g) was obtained from 6-carboxy-l- 
(2,4-dichlorobenzyl)-2,4-dimethylbenzimidazoIe (0.41 7g), N,N'-carbonyldiimidazole 
(0.290g), 1-butanesulfonamide (0.246g) and diazabicycloundecene (0.273g). 
[Physical Characteristics of the Compound (355)] 

, H-NMR(DMSO-d6,5): 0.84 (3H, t, J = 7.4Hz), 1.38 (2H,m), 1.64 (2H,m), 2.49 (3H, s), 
2.56 (3H,s), 3.48 (2H,t), 5.55 (2H, s), 6.40 (lH,.d, J = 8.5Hz), 7.31 (1H, dd, J = 2.1 and 
8.4Hz), 7.64 (lH,s), 7.75 (1H, d, J = 2.1Hz), 7.90 (1H, s), 11.79 (1H, brs). 
IR(Nujol): 1682cm* 1 . 
mp: 180.0- 181.5°C. 

< Production Example 58; Production of 4-Phenoxybenzyl Alcohol > 

Sodium borohydride (0.48g) was added to an ethanol (20ml) solution of 4- 
phenoxybenzylaldehyde (4.96g), and the solution was stirred for 1.5 hours at room 
temperature. After concentration, t-butylmethyl ether and water were added and extraction 
was performed. The organic layer was concentrate^ and 4-phynoxybenzyl alcohol (4.84g) 
was obtained. 

[Physical Characteristics of Compound] 

] H-NMR (CDC1 3 , 8): 4.67 (2H, d, J = 5.7Hz), 6.99 - 7.01 (4H, m), 7.10 (1H, t, J = 7.4Hz), 
7.32- 7.35 (4H, m). 

< Production Example 59; Production of 4-Phenoxybenzyl Chloride > 

Thionyl chloride (13.34g) was added to 4-phenoxybenzyl alcohol, and the solution 
was stirred for 3.5 hours at 80°C. After concentration, ethyl acetate and water were added, 
and extraction was performed. The organic layer was concentrated and 4-phynoxybenzyl 
chloride (4.3 lg) was obtained. 
[Physical Characteristics of Compound] 

! H-NMR(0)Cl3,5): 4.58 (2H, s), 6.96 - 7.03 (4H, m), 7.1 1 - 7.14 (1H, m), 7.32-7.37 
(4H, m). 

< Example 292; Synthesis of 6-Ethoxycarbonyl-2-methyl-l-(4-phenoxybenzyl) 



benzimidazole (356) > 

By using the method of Example 263, 4-acetylamino-3-[(4- 
phenoxy)benzylamino]ethylbenzoate (0.49g) was obtained from 4-acetylamino-3-amino- 
ethylbenzoate (0.56g), sodium carbonate (0.33g), sodium iodide (0.1 2g) and 4- 
phenoxybenzyl chloride (0.66g). Subsequently, this material was altered to 6- 
ethoxycarbonyl-2-methyl- 1 -(4-phenoxybenzyI)benzimidazoIe (356) (0.44g). 
[Physical Characteristics of 4-Acetylamino-3-[(4-phenoxy)benzylamino]ethylbenzoate] 
1 H-NMR (CDCb, 5): 1.37 (3H, t, J = 7.1Hz), 2.04 (3H, s), 4.18 (1H, br s), 4.31 - 4.36 (4H, 
m), 6.98 - 7.02 (4H, m), 7.09 - 7.12 (1H, m), 7.27 -7.51 (8H, m). 
[Physical Characteristics of the Compound (356)] 

1 H-NMR (CDCb, 5): 1.40 (3H, t, J = 7.1Hz), 2.61 (3H, s), 4.39 (2H, q, J = 7.1Hz), 5.35 
(2H,s), 6.92 - 6.95 (2H, m), 6.97 - 7.00 (2H, m), 7.02 (2H, d, J = 8.7Hz), 7.09 - 7.13 (1H, 
m), 7.31- 7.34 (2H,m), 7.72 (1H, d, J = 8.6Hz), 7.98 (1H, dd, J = 1.5 and 8.4Hz), 8.04 
(1H, d,J = 1.2Hz). 

< Example 293; Synthesis of 6-Carboxy-2-methyl-l-(4-phenoxybenzyl)benzimidazole (357) 
> 

By using the method of Example 53, 6-carboxy-2 -methyl- 1 -(4- 
phenoxybenzyl)benzimidazole (357) (0.37g) was obtained from 6-ethoxycarbonyl-2-methyl- 
1 -(4-phenoxy)benzylbenzimidazole (0.44g). 
[Physical Characteristics of the Compound (357)] 

1 H-NMR (DMSO-d6, 6): 2.57 (3H, s), 5.54 (2H,s), 6.95 - 6.97 (4H, m), 7.09 - 7.13 (3H, 
m), 7.33 - 7.37 (2H, m), 7.60 (1H, d, J = 8.4Hz), 7.78 (1H, d, J = 8.4Hz), 8.07 (1H, s), 
12.72 (1H, br s). 

< Example 294; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-methyl-l-(4- 
phenoxybenzyl)benzimidazole (358) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-2-methyl-l-(4- 
phenoxybenzyl)benzimidazole (358) (0,1 9g) was obtained from 6-carboxy-2-methyl-l-(4- 
phenoxybenzyljbenzimidazole (0.36g), N,N*-carbonyldiimidazole (0.24g), 1- 
butanesulfonamide (0.2 lg) and diazabicycloundecene (0.23g). 
[Physical Characteristics of the Compound (358)] 

1 H-NMR (DMSO-d6, 5): 0.85 (3H, t, J = 7.4Hz), 1.40 (2H,m), 1.68 (2H,m), 2.54 (3H, s), 
3.52 (2H, t, J = 7.8Hz), 5.51 (2H, s), 6.96 - 6.98 (4H, m), 7.11 (1H, t, J = 7.4Hz), 7.17 (2H, 
d, J = 8.6Hz), 7.34 - 7.37 (2H, m), 7.64 (1H, d, J = 8.5Hz), 7.79 (1H, dd, J = 1.5 and 
8.5Hz), 8.24 (lH,s), 11.92 (1H, br s). 
IR(Nujol): 1632cm* 1 . 
mp: 183.4 - 184.4°C. 



< Example 295; Synthesis of 6-Emoxycarbonyl-2-methyl-l-(2-pyridylmethyl)benzimidazole 



(359) > 

By using the method of Example 263, 6-ethoxycarbonyl-2-methyl-l-(2- 
pyridylmethy])benziraidazole (359) (0.656g) was obtained from 4-acetylamino-3-amino- 
ethylbenzoate (0.600g), potassium carbonate (0.450g), sodium iodide (0.121g) and 2- 
chloromethylpyridine (0.4 13g). This material was immediately used for the following 
reaction. 

< Example 296; Synthesis of 6-Carboxy-2-melliy]-l-{2-pyridylmethyl)benzimidazoIe (360) 
> 

By using the method of Example 53, 6-carboxy-2-methyl-l-(2- 
pyridyImethyl)benzimidazole (360) (0.532g) was obtained from 6-ethoxycarbonyl-2-methyl- 
l-(2-pyridylmethyl)benzimidazole (0.656g). 
[Physical Characteristics of the Compound (360)] 

] H-NMR(DMSO-d6,5): 2.56 (3H, s), 5.56 (2H, s), 7.22 (1H, d, J - 7.9Hz), 7.28(lH,dd,J 
= 5.0 and 7.1Hz), 7.45 (1H, d, J = 8.3Hz), 7.74 - 7.79 (2H, m), 7.95 (lH,s), 8.48 (1H, d, J 
= 8.5Hz). 

< Example 297; Synthesis of l-(Butanesulfonylcarbamoyl)-2-methyl-l-(2- 
pyridylmethyl)benzimidazole (361) > 

By using the method of Example 98, l-(butanesulfonylcarbamoyl)-2-methyl-l-(2- 
pyridylmethyl)benzimidazoIe (361) (0. 142g) was obtained from 6-carboxy-2-methyI- 1 -(2- 
pyridylmethyl)benzimidazole (0.500g), N,N'-carbonyIdiimidazole (0.394g), 1- 
butanesulfonamide (0.334g) and diazabicycloundecene (0.3 70g). 
[Physical Characteristics of the Compound (361)] 

] H-NMR(DMSO-d6,5): 0.83 (3H, t, J = 7.3Hz), 1.28 - 1.36 (2H, m), 1.52- 1.58 (2H, m), 

2.55(3H,s) } 3.06 (2H,t, J = 7.9Hz), 5.56 (2H, s), 7.17 (1H, t,J = 7.8Hz), 7.29 (1H, dd, J = 

4.2 and 7.3Hz), 7.43 (1H, d, J = 8.4Hz), 7.77 (1H, dt, J = 1.8 and 7.7Hz), 7.81 (1H, dd, J = 

1.4 and 8.4Hz), 7.96 (1H, s), 8.50 (1H, d, J = 4.7Hz). 

IR(Nujol): 1674cm- 1 . 

mp: 139°C (decomposition). 

< Example 298; Synthesis of 6-Ethoxycarbonyl-2-methyl-l-(4-nitrobenzyl)benzimidazole 
(362) > 

By using the method of Example 263, 6-ethoxycarbonyl-2-methyl-l-(4- 
nitrobenzyl)benzimidazole (362) (0.5 lg) was obtained from 4-acetylamino-3-amino- 
ethylbenzoate (0.67g), sodium carbonate (0.39g), sodium iodide (0.1 4g) and 4-nitrobenzyl 
bromide (0.78g). 

[Physical Characteristics of the Compound (362)] 

'H-NMRtCDCl^S): 1.39 (3H, t, J - 7.1Hz), 2.59 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.49 
(2H,s), 7.20(2H,d,J = 8.6Hz), 7.76 (1H, d, J = 8.5Hz), 7.94 (1H, d, J= 1.1Hz), 8.01 (1H, 



dd, J = 1 .4 and S.SHz), S.20 (2H, d, J = S.6Hz). 



< Example 299; Synthesis of l-(4-Aminobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole 
(363) > 

Ethanol (6ml) and acetic acid (O.Sml) were added to l-(4-nitorbenzyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (0.50g) and reduced iron (0.47g), and the solution 
was refluxed for 4.5 hours. Water and ethyl acetate were added and extraction was 
performed. After the organic layer was washed with water and dried, it was concentrated 
under reduced pressure, and l-(4-aminobenzyl)-6-ethoxycarbonyl-2-methylbenzimidazole 

(363) (0.46g) was obtained. 

[Physical Characteristics of the Compound (363)] 

'H-NMR (CDC1 3 , 5): 1.40 (3H,t, J = 7.2Hz), 2.59 (3H, s), 4.38 (2H, q, J = 7.2Hz), 5.25 
(2H, s), 6.61 (2H, d, J = 8.6Hz), 6.87 (2H, d, J = 8.6Hz), 7.71 (1H, d, J = S.SHz), 7.96 (1H, 
dd, J - 1.5 and 8.4Hz), 8.05 (1H, d, J = 1.3Hz). 

< Example 300; Synthesis of l-[(4-Ben2oylamino)benzyl]-6-ethoxycarbonyl-2- 
methylbenzimidazole (364) > 

A chloroform (4ml) solution of benzoyl chloride (0.25g) was added to a chloroform 
(8ml) solution of l-(4-aminobenzyl)-6-ethoxycarbonyl-2-methyIbenzimidazole (0.45g) and 
pyridine (0.1 5g), and the solution was stirred for 16 hours at room temperature. After water 
was added, chloroform extraction was performed. The organic layer was concentrated under 
reduced pressure, and l-[(4-benzoylamino)ben2yl]-6-ethoxycarbonyl-2-methylbenzimidazole 

(364) (0.33g) was obtained. 

[Physical Characteristics of the Compound (364)] 

! H-NMR (CDCI3, 6): 1.40 (3H, t, J = 7.1Hz), 2.59 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.37 
(2H,s), 7.06 (2H, d, J = 8.5Hz), 7.46 - 7.50 (2H, m), 7.53 - 7.57 (1H, m), 7.61(2H,d,J = 
8.5Hz), 7,72 (1H, d, J = 8.4Hz), 7.84 - 7.86 (2H, m), 7.89 (1H, brs), 7.98 (1H, dd, J- 1.5 
and8.5Hz), 8.03 (1H, s). 

< Example 301 ; Synthesis of 1 -[(4-Benzoylamino)benzyl]-6-carboxy-2- 
methylbenzimidazole (365) > 

By using the method of Example 53, l-[(4-benzoylamino)benzyl]-6-carboxy-2- 
methylbenzimidazole (365) (0.28g) was obtained from l-[(4-benzoylamino)benzyl]-6- 
ethoxycarbonyl-2-methylbenzimida2ole (0.3 lg). 
[Physical Characteristics of the Compound (365)] 

'H-NMR (DMSO-d6, 5): 2.58 (3H, s), 5.52 (2H, s), 7.12 (2H, d, J- 8.5Hz), 7.48-7.52 
(2H,m), 7.54- 7.58 (lH,m), 7.61 (1H, d, J = 8.4Hz), 7.73 (2H, d, J = 8.6Hz), 7.79 (1H, 
dd, 1.5 and 8.4Hz), 7.90 - 7.92 (2H, m), 8.07 (1H, d, J- 1.2Hz), 10.26 (2H,s), 12.73 (1H,~ 
br s). 



< Example 302; Synthesis of l-[(4-BcnzoyIamino)benzyl]-6-(l -butanesulfonyIcarbamoyl-2- 
methylbenzimidazole (366) > 

By using the method of Example 9S, l-[(4-benzoylamino)benzyI]-6-(l- 
butanesulfonylcarbamoyl-2-methylbenzimidazole (366) (0.1 4g) was obtained from l-[(4- 
benzoylamino)benzyl]-6-carboxy-2-methyIbenzimidazoIe (0.26g), N.N'-carbonyldiimidazole 
(0.1 7g), 1-butanesulfonamide (0.1 4g) and diazabicycloundecene (0.1 6g). 
[Physical Characteristics of the Compound (366)] 

] H-NMR (DMSO-d6, 5): 0.85 (3H, t, J = 7.4Hz), 1.40 (2H, m), 1.68 (2H,m), 2.56 (3H, s), 
3.52(2H,t,J = 7.SHz), 5.50 (2H, s), 7.15 (2H, d, J = 8.6Hz), 7.50 (2H, t, J = 7.5Hz), 7.55- 
7.59 (lH.ni), 7.64 (lH,d, J = 8.5Hz), 7.74 (2H, d, J = 8.6Hz), 7.79 (1H, dd, J = 1.6 and 
8.5Hz) } 7.90- 7.92 (2H, m), 8.24 (1H, d, J = 1.3Hz), 10.27 (lH,s), 11.92 (lH,brs). 
IR(Nujol): 1693cm" 1 . 
mp: 267.5- 268. 1°C. 

< Example 303; Synthesis of 6-Ethoxycarbonyl-2-methyI-l-[4-(2-phenylethenyl)benzyl] 
benzimidazole (367) > 

By using the method of Example 263, 6-ethoxycarbonyl-2-methyl-l-[4-(2- 
phenylethenyl)benzyl]benzimidazole (367) (0.320g) was obtained from 4-acetylamino-3- 
amino-ethylbenzoate (0.405g), potassium carbonate (0.253g), sodium iodide (0.082g) and 4- 
chloromethylstilbene (0.500g). 
[Physical Characteristics of the Compound (367)] 

] H-NMR(CDC1 3 ,5): 1.40 (3H, t, J = 7.2Hz), 2.6 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.38 
(2H,s), 7.01- 7.09 (4H,m), 7.26 (1H, t, J« 7.4Hz), 7.35 (2H, t, J = 7.5Hz), 7.45 (2H, d, J 
= 8.2Hz), 7.49 (2H, d, J = 7.5Hz) } 7.73 (1H, d, J = 8.5Hz), 7.99 (1H, dd, J = 1.5 and 8.4Hz), 
8.30 (1H, d,J=1.2Hz). 

< Example 304; Synthesis of 6-Ethoxycarbonyl-2-methyl-l-[4-(2-phenylethyl)benzyl]- 
benzimidazole (368) > 

In a nitrogen environment, 5% palladium-carbon was added to an ethanol 910ml) 
solution of 6-ethoxycarbonyl-2-methyl- 1 -[4-(2-phenylethenyl)benzyl]benzimidazole 
(0.320g), . The solution was stirred for 23 hours under a nitrogen environment. Solids were 
separated through filtration, the filtrate was concentrated, and thus, 6-ethoxycarbonyl-2- 
methyl-l-[4-(2-phenylethyl)benzyl]-benzimidazole (368) was obtained. This material was 
immediately used for the following reaction. 

< Example 305; Synthesis of 6-Carboxy-2-methyl-l-[4-(2-phenylethyl)benzyl]- 
benzimidazole (369) > 

By using the method of Example 53, 6-carboxy-2-methyl-l-[4-(2- 
phenylethyl)benzyl]-benzimidazole (369) (0.242g) was obtained from 6-ethoxycarbonyl-2- 
methyl-l-[4-(2-phenylethyl)benzyl]-benzimidazole(0.283g). 



[Physical Characteristics of the Compound (369)] 

'H-NMR (DMSO-d6, 5): 2.56 (3H, s), 2.82 (4H, s), 5.51 (2H,s), 7.02 (2H, d, J = 8.1Hz), 
7.11 - 7.27 (7H, m), 7.61 (1H, d, J = 8.4Hz), 7.78 (1H, dd, 1.5 and 8.04(1 H, s), 12.72 (1H, 
s). 

< Example 306; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-methyl-[4-(2- 
phenylethyl)benzyl]benzimidazole (370) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-2-methyl-[4-(2- 
phenylethyl)benzyl]benzimidazole (370) (0.249g) was obtained from 6-carboxy-2-methyl-l- 
[4-(2-phenylethyl)benzyl]-benzimidazole (0.225g), N,N'-carbonyIdiimidazole (1.214g), 1- 
butanesulfonamide (0.1 67g) and diazabicycloundecene (0.1 85g). 
[Physical Characteristics of the Compound (370)] 

] H-NMR(DMSO-d6,S): 0.86 (3H, t, J = 7.4Hz), 1.35 - 1.42 (2H, m), 1.63 - 1.71 (2H, m), 
2.53 (3H, s), 2.83 (4H, s), 3.52 (2H, t, J = 7.7Hz), 5.49 (2H, s), 7.04 (2H, d, J = 8.0Hz), 
7.12 -7.25 (7H,m), 7.64 (1H, d, J = 8.4Hz), 7.79 (1H, dd, 1.7 and 8.5Hz), S.22(lH,d,J = 
1.3Hz), 11.92(lH,s). 
IR(Nujol): 1682cm' 1 . 
mp: 95.4-99.0°C. 

< Production Example 60; Production of 4-Benzoylbenzyl Bromide > 

By using the method of Production Example 48, 4-benzoylbenzyl bromide (5.28g) 
was obtained from 4-methylbenzophenone (3.92g), N-bromosuccinimide (4.28g) and 2,2'- 
azobisisobutyronitrile (0.40g). 
[Physical Characteristics of Compound] 

1 H-NMR (CDCI3, 5): 4.54 (2H, s), 7.47 - 7.52 (4H, m), 7.58 - 7.62 (1H, m), 7.77-7.82 
(4H,m). 

< Example 307; Synthesis of l-[(4-Benzoyl)benzyl]-6-ethoxycarbonyl-2- 
methylbenzimidazole (371) > 

By using the method of Example 263, l-[(4-benzoyl)benzyl]-6-ethoxycarbonyl-2- 
methylbenzimidazole (371) (0.70g) was obtained from 4-acetylamino-3-amino-ethylbenzoate 
(0.56g), sodium carbonate (0.33g), sodium iodide (0.1 lg) and 4-benzoylbenzyl bromide 
(0.83g). 

[Physical Characteristics of the Compound (371)] 

1 H-NMR (CDCl 3s 5): 1.40 (3H, t, J = 7.2Hz), 2.61 (3H, s), 4.39 (2H, q, J = 7.2Hz), 5.47 
(2H,s), 7.14 (2H,d, J = 8.2Hz), 7.45 - 7.48 (2H, m), 7.56 - 7.60 (1H, m), 7.74 - 7.77 (5H, 
m), 7.99 - 8.02 (2H, m). 



< Example 308; Synthesis of l-[(4-Benzoyl)benzyl]-6-carboxy-2-methylbenzimidazole 
(372) > 



By using the method of Example 53, l-[(4-benzoyl)bcnzyl]-6-carboxy-2- 
methylbenzimidazole (372) (0.55g) was obtained from l-[(4-benzoyl)benzyl]-6- 
ethoxycarbonyl]-2-methylbenzimidazole (0.6Sg). 
[Physical Characteristics of the Compound (372)] 

'H-NMR (DMSO-d6, 5): 2.57 (3H, s), 5.71 (2H,s), 7.25 (2H, d, J = S.2Hz), 7.52 (2H, t, J 
= 7.7Hz), 7.62 - 7.66 (2H, m), 7.63 - 7.72 (4H, m), 7.80 (1H, dd, J = 1.3 and 8.4Hz), 8.0S 
(lH,d, J= 1.1 Hz), 12.72 (lH.br s). 

< Example 309; Synthesis of l-[(4-BenzoyI)benzyl]-6-(l-butanesulfonylcarbamoyl)-2- 
methylbenzimidazole (373) > 

By using the method of Example 98, l-[(4-benzoyl)benzyl]-6-(l- 
butanesulfonylcarbamoyl)-2-methylbenzimidazole (373) (0.1 3g) was obtained from l-[(4- 
benzoyI)benzyl]-6-carboxy-2-methylbenzimidazole(0.52g), N,N*-carbonyldiimidazole 
(0.34g), l-butanesulfonamide (0.29g) and diazabicycloundecene (0.32g). 
[Physical Characteristics of the Compound (373)] 

■H-NMR (DMSO-d6, 5): 0.84 (3H, t, J = 7.4Hz), 1.38 (2H,m), 1.66 (2H,m), 2.54 (3H, s), 
3.48 (2H,t, J = 7.7Hz), 5.67 (2H, s), 7.27 (2H, d, J = 8.2Hz), 7.51 -7.55 (2H, m), 7.63- 
7.73 (6H, m), 7.81 (1H, dd, J = 1.6 and 8.5Hz), 8.21 (1H, d, J = 1.4Hz). 
IR(Nujol): 1660cm" 1 . 
mp: 111.0- 112.4°C. 
Mass(FAB): m/e490(M+l). 

< Example 310; Synthesis of 6-Carboxy-2-methyl-[4-(2- 
phenylethenyl)benzyl]benzimidazole (374) > 

By using the method of Example 53, 6-carboxy-2-methyl-[4-(2- 
phenylethenyl)benzyl]benzimidazole (374) (0.23 7g) was obtained from 6-ethoxycarbonyl-2- 
methyl-l-[4-(2-phenylethenyl)benzyl]benzimidazole(0.500g). 
[Physical Characteristics of the Compound (374)] 

'H-NMR (DMSO-d6, 6): 2.59 (3H, s), 5.58 (2H, s), 7.12 (2H, d, J = 8.2Hz), 7.21 (2H,s), 
7.26 (1H, t, J = 7.4Hz), 7.36 (2H, t, J = 7.6Hz), 7.57 (4H, d, J = 8.0Hz), 7.62 (1H, d, J = 
8.4Hz), 7.79 (lH,dd, J = 1.5 and 8.4Hz), 8.07 (1H, d, J = 1.2Hz), 12.73 (1H, s). 

< Example 311; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-methyl-[4-(2- 
phenylethenyl)benzyl]benzimidazole (375) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-2-methyl-[4-(2- 
phenylethenyl)benzyl]benzimidazole (375) (0.239g) was obtained from 6-carboxy-2-methyl- 
[4-(2-phenylethenyl)benzyl]benzimidazole (0.237g), N,N'-carbonyldiimidazole (0.209g), 1- 
butanesulfonamide (0. 1 76g) and diazabicycloundecene (0. 1 95g). 
[Physical Characteristics of the Compound (375)] 

] H-NMR (DMSO-d6, 6): 0.86 (3H, t, J = 7.4Hz), 1 .35 - 1 .43 (2H S m), 1 .63 - 1 .70 (2H, m), 



2.56 (3H,s), 3.52 (2H } t, J = 7.6Hz), 5.55 (2H, s), 7.15 (2H, d, J = S.2Hz), 7.22 (2H, s), 
7.26 (lH,t, J = 7.4Hz), 7.36 (2H, t, J = 7.6Hz), 7.57 (1H, d, J = 7.3Hz), 7.5S(lH ) d,J = 
8.2Hz), 7.66 (lH.d, J = S.5Hz), 7. SO (1H, d, J = 8.4Hz), S.24(lH,s), 11.93 (1H, brs). 
IR(Nujol): 1680cm" 1 . 
mp: 140.3 - 143.4°C. 

< Example 312; Synthesis of l-(Dibenzofuran-2-ylmethyl)-6-ethoxycarbonyl-2- 
methylbenzimidazole (376) > 

By using the method of Example 263, l-(dibenzofuran-2-ylmethyl)-6- 
ethoxycarbonyl-2-methylbenzimidazole (376) (0.47g) was obtained from 4-acetylamino-3- 
amino-ethylbenzoate (0.4S0g), sodium carbonate (0.274g), sodium iodide (0.097g) and 2- 
bromomethyldibenzofuran (0.56g). 
[Physical Characteristics of the Compound (376)] 

'H-NMR (CDCb, 5): 1.38 (3H, t, J = 7.1Hz), 2.62 (3H, s), 4.36 (2H, q, J = 7.1Hz), 5.54 
(2H,s), 7.19 (2H,dd, J =1.6 and 8.5Hz), 7.32 (1H, t, J = 7.6Hz), 7.43 - 7.59 (4H, m), 7.76 
(lH,d,J = 8.4Hz), 7.85 (lH.d, J = 7.1Hz), 8.00 (1H, dd, J = 1.3 and 8.4Hz), 8.07(lH,d,J 
= L2Hz). 

< Example 313; Synthesis of 6-C arboxy-l-(dibenzofuran-2-ylmethyl)-2- 
methylbenzimidazole (377) > 

By using the method of Example 53, 6-carboxy-l-(dibenzofuran-2-ylmethyl)-2- 
methylbenzimidazole (377) (0.336g) was obtained from 6-ethoxycarbonyl-2- 
methylbenzimidazole (0.46g). 
[Physical Characteristics of the Compound (377)] 

'H-NMR (DMSO-d6, 6): 2.63 (3H, s), 5.71 (2H, s), 7.27 (1H, d, J = 8.5Hz), 7.36 (1H, t, J 
= 7.5Hz), 7.50 (1H, t), 7.61 - 7.68 (3H, m), 7.78 (1H, d, J - 8.3Hz), 7.97 (1H, s), 7.07 - 
8.11 (2H,m). 

< Example 314; Synthesis of l-(Dibenzofriran-2-ylmethyl)-6-(l-butanesulfonylcarbamoyl)- 
2-methylbenzimidazole (378) > 

By using the method of Example 98, l-(dibenzofuran-2-ylmethyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methylbenzimidazole (378) (0.249g) was obtained from 6- 
carboxy-l-(dibenzofuran-2-ylmethyl)-2-methylbenzirnidazole (0.255g), N,N*- 
carbonyldiimidazole (0.1 97g), 1-butanesulfonamide (0.1 67g) and diazabicycloundecene 
(0.1 85g). 

[Physical Characteristics of the Compound (378)] 

] H-NMR (DMSO-d6, 6): 0.81 (3H, t, J = 7.4Hz), 1.36 (2H, m), 1.65 (2H, m), 2.60 (3H, s), 
3.50 (2H,t, J = 7.7Hz), 5.69 (2H, s), 7.29 (1H, dd, J = 1.96 and 8.7Hz), 7.34 -7.38 (1H, m),~ 
7.48 - 7.52 (1H, m), 7.63 - 7.68 (3H, m), 7.81 (1H, dd, J = 1.7 and 8.5Hz), 8.00(lH,d,J- 
1.4Hz), 8.94 (lH,d,J= 7.1Hz), 8.28 (1H, d, J = 1.4Hz), 12.70 (1H, br s). 



IR(Nujol): 1682cm- 1 . 
mp: 224.1 -229.8°C. 

< Production Example 61; Production of N-l-Butanesulfonyl-3-acetylamino-4- 
nitrobenzamide > 

By using the method of Production Example 28, N-l-butanesulfonyl-3-acetylamino- 
4-nitrobenzamide (6.30g) was obtained from 3-acetylamino-4-nitro-benzoic acid (5.15g), 
N,N'-carbonyldiimidazole (5.59g), 1-butanesulfonamide (4.73g) and diazabicycloundecene 
(5.25g). 

[Physical Characteristics of Compound] 

'H-NMRCDMSO-d^S): 0.87 (3H, t, J = 7.4Hz), 1.40(2H,m), 1.68 (2H,m), 2.07 (3H, s), 
3.5 1 (2H, t), 7.83 (1H, dd, J = 1 .8 and 8.5Hz), 8.03 (1H, d, J = 8.5Hz), 8.07 (1H, d, J = 
1.8Hz), 10.43 (lH,s), 12.64 (lH,brs). 

< Production Example 62; Production of N-l-Butanesulfonyi-3-amino-4-nitrobenzamide > 

A mixture of N-l-butanesulfonyl-3-acetylamino-4-nitrobenzamide (6.30g), 10% 
sodium hydroxide aqueous solution, ethanol (300ml) and water was stirred for four hours at 
room temperature and subsequently for three hours at 50°C. After removing the solvent 
through evaporation down to half of the original volume, its acidity was adjusted to pH 2 
with 10% hydrochloric acid. Precipitated crystals were collected, dried under reduced 
pressure, and thus, N-l-butanesulfonyl-3-amino-4-nitrobenzamide (5.22g) was obtained. 
[Physical Characteristics of Compound] 

'H-NMRCDMSO-d^S): 0.87 (3H, t, J = 7.4Hz), 1.40 (2H,m), 1.66 (2H,m), 3.49 (2H, 
m), 6.99 (lH,dd, J =1.8 and 9.0Hz), 7.49 (1H, d, J = 1.8Hz), 7.55 (2H, br s), 8.04 (1H, d, 
J = 9.0Hz), 12.28 (lH,brs). 

< Production Example 63; Production of N-l-Butanesulfonyl-3-(2,4-dichlorobenzylammo)-4- 
nitrobenzamide > 

A methanol (10ml) solution of N-l-butanesulfonyl-3-amino-4-nitrobenzamide 
(1.10g), sodium iodide (0.273g), potassium carbonate (1.54g) and 2,4-dichlorobenzyl 
chloride (2.17g) was stirred for 24 hours at 60°C. Furthermore, 2,4-dichlorobenzyl chloride 
(2.00g) was added and the solution was heated for 36 hours at 60°C. Ethyl acetate and a 
saturated sodium hydrogencarbonate aqueous solution were added and N-l-butanesulfonyl-3- 
(2,4-dichlorobenzylamino)-4-nitrobenzamide was extracted in the aqueous layer. The 
organic layer was concentrated and thus, N-l-butanesulfonyl-3-(2,4-dichlorobenzylamino)-4- 
nitrobenzamide (0.885g) was obtained. 
[Physical Characteristics of Compound] 

] H-NMR (DMSO-d6, 5): 0.81 (3H, t, J = 7.3Hz), 1.29 (2H, m), 1.49 (2H, m), 2.97 (2H, " 
m), 4.66 (2H, d, J = 6.0Hz), 7.22 (1H, d, J = 8.9Hz), 7.27 (1H, s), 7.31 (1H, d, J = 8.4Hz), 
7.37 (lH,d, J = 8.3Hz), 7.65 (1H, s), 8.04 (1H, d, J = 8.9Hz), 8.57 (lH,t). 



< Production Example 64; Production of NM-ButanesulfonyM-aminoo-^- 
dichlorobenzylamino)benzamide > 

N-l-butanesulfonyl-3-(2 t 4-dichlorobenzylaniino)-4-nitrobenzamide (0.505g) was 
added to a mixture of sodium hydrosulfite (1.32g), ethanol (1ml), tetrahydrofuran (lml) and 
water (lml) at room temperature. The solution was refluxed by heating for 40 minutes. The 
solvent was removed through evaporation under reduced pressure. Water was added to the 
residuum, and precipitated solids were collected and dried. These were washed with a mixed 
solution of methanol (10ml) and water (3ml), dried, and thus, N-l-butanesulfonyl-4-amino-3- 
(2,4-dichlorobenzylamino)benzamide (0.220g) was obtained. 
[Physical Characteristics of Compound] 

'H-NMR (DMSO-d6, 6): 0.93 (3H, t, J = 7.4Hz), 1.45 (2H,m), 1.83 (2H,m), 3,57 (2H, 
m), 5.45 (2H,s), 6.36 (1H, d, J = 8.2Hz), 7.11 (1H, d, J = 8.3Hz), 7.51 (IH.s), 7.75 (1H, 
d), 7.79 (1H, d), 7.88 (1H, s). 

< Example 315; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
hydroxybenzimidazole (379) > 

A mixture of N-l-butanesulfonyl-4-amino-3-(2,4-dichlorobenzylamino)benzamide 
(0.220mg), tetramethoxymethane (0.3ml) and acetic acid (2.0ml) was stirred for four hours at 
60°C. The acetic acid was removed through evaporation under reduced pressure. Extraction 
was performed in chloroform and water. By concentrating the chloroform layer, a residuum 
was obtained. Methanol (4.0ml) and 36% hydrochloric acid (4 drops) were added to the 
residuum, and the solution was stirred for two hours at 60°C. It was neutralized with a 
saturated sodium hydrogencarbonate aqueous solution. Precipitated crystals were washed 
with water, dried and thus, 6-(l-butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
hydroxybenzimidazole (379) (0.207g) was obtained. 
[Physical Characteristics of the Compound (379)] 

■H-NMR (DMSO-d6, 8): 0.83 (3H, t, J = 7.3Hz), 1.36 (2H, m), 1.61 (2H, m), 3.40 (2H, 
m), 5.08 (2H,s), 6.94 (1H, d, J = 8.3Hz), 7.11 (1H, d, J = 8.2Hz), 7.36 (1H, dd, J = 2.0 and 
8.4Hz), 7.58 (lH,s), 7.68 - 7.73 (2H, m), 1 1.47 (1H, br s), 11.77 (1H, brs). 
IR(Nujol): 1689cm" 1 . 
mp: 254-256°C. 
Mass(FD): m/e455(M). 

< Example 316; Synthesis of 6-Emoxycarbonyl-2-memyl-l-(2-quinolylmethyI) 
benzimidazole (380) > 

By using the method of Example 263, 6-ethoxycarbonyl-2-methyl-l-(2- 
quinolylmethyl)benzimidazole (380) (0.87g) was obtained from 4-acetylamino-3-amino- 
ethylbenzoate (2.22g), sodium carbonate (1.27g), sodium iodide (0.45g) and 2- 
bromomethylquinoline (0.56g). 



[Physical Characteristics of the Compound (3S0)] 

'H-NMR(DMSO-d6,5): 1.27 (3H, t, J = 7.1Hz), 2.62 (3H, s), 4.26 <2H,q, J = 7.1Hz), 
5.85 (2H,s), 7.35(lH,d,J = S.5Hz), 7.5S(lH,m), 7.63 (1H, d, J = 8.4Hz), 7.73 (lH,m). 
7.7S (1H, dd, J = 1.3 and 8.4Hz), 7.86 (1H, d, J - MHz), 7.95 (1H, d, J = S.OHz),- 8.14 (1H, 
s), 8.36 (1H, d, J — S.5Hz). 

< Example 317; Synthesis of 6-Carboxy-2-methyl-(2-quinoIylmethyl)benzimidazole (381) > 

By using the method of Example 53, 6-carboxy-2-methyl-(2- 
quinolylmethyl)benzimidazoIe (381) (0.46g) was obtained from 6-ethoxycarbonyl-2-methyl- 
1 -(2-quinolylmethyI)benzimidazole (0.85g) 
[Physical Characteristics of the Compound (381)] 

'H-NMR (DMSO-d6, 8): 2.62 (3H, s), 5.83 (2H, s), 7.35 (1H, d, J = 8.5Hz), 7.57 (1H, m), 
7.60(lH,d,J = S.5Hz), 7.72(lH,t,J = 7.6Hz), 7.77 (1H, d, J = 8.4Hz), 7.86 (1H, d, J = 
8.4Hz), 7.94 (1H, d, J = 8.1Hz), 8.11(lH,s), 8.35 (1H, d, J = 8.5Hz). 

< Example 318; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-methyl-l-(2- 
quinolyImethyl)benzimidazole (382) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-2-methyl-l-(2- 
quinolylmethyl)benzimidazole (382) (0.088g) was obtained from 6-carboxy-2-methyl-l-(2- 
quinolylmethyl)benzimidazole (0.222g), N,N'-carbonyldiimidazole (0.195g), 1- 
butanesulfonamide (0.1 65g) and diazabicycloundecene (0.1 83g). 
[Physical Characteristics of the Compound (382)] 

'H-NMRtDMSO-dM): 0.82 (3H, t, J = 7.3Hz), 1.36 (2H,m), 1.64 (2H,m), 2.61 (3H f s), 
3.48 (2H, t, J = 7.4Hz), 5.82 (2H, s), 7.32 (1H, d, J = 8.5Hz), 7.58 (lH,m), 7.65(lH,d,J = 
8.5Hz), 7.73(lH,t,J = 7.6Hz), 7.78 (lH,m), 7.87 (1H, d, J= 8.5Hz), 7.95(lH,d,J = 
8.1Hz), 8.23 (lH,s), 8.37 (1H, d, J = 8.5Hz), 11.86 (1H, brs). 
IR(NujoI): 1684cm* 1 . 
mp: 185.5 - 187.5°C. 

< Production Example 65; Production of 4-Amino-3-(2 } 4-dichlorobenzylamino)ethylbenzoate 
> 

By using the method of Production Method 63, a preliminarily purified material of 
4-amino-3-(2,4-dichlorobenzylamino)ethylbenzoate was obtained from 3-(2,4- 
dichlorobenzylamino)-4-nitro-ethylbenzoate (1.40g). This material was immediately used for 
the following reaction. 

< Example 319; Synthesis of l-(2,4-Dichlorobenzylamino)-2-hydroxy-6- 
ethoxycarbonylbenzimidazole (3 83) > - 

By using the method of Example 315, l-(2,4-dichlorobenzylamino)-2-hydroxy-6- 
ethoxycarbonylbenzimidazole (383) (0.400g) was obtained from 4-amino-3-(2,4- 



dichlorobenzyIamino)ethylbenzoate, which was obtained in Production Example 65, and 

tetramethoxymethane (2.60g). 

[Physical Characteristics of the Compound (3S3)] 

! H-NMR(DMSO-d6,5): 1.27 (3H, t, J = 7.1Hz), 4.24 (2H, q, J = 7.1Hz), 5.12 (2H,s), 
7.04 (lH.d, J = 8.4Hz), 7.12 (1H, d, J = 8.2Hz), 7.37 (1H, dd, J = 2.1 and S.4Hz), 7.51 (1H, 
s), 7.67 - 7.72 (2H, m), 1 1.37 (1H, br s). 

< Example 320; Synthesis of 6-Ethoxycarbonyl-2-meihy]-l-[3-(4-bromoisoquinolyl)methyl] 
benzimidazole (384) > 

By using the method of Example 263, 6-ethoxycarbonyl-2-methyl-l-[3-(4- 
bromoisoquinolyl)methyl]benzimidazole (384) (0.30g) was obtained from 4-acetylamino-3- 
amino-ethylbenzoate (0.87g), sodium carbonate (0.53g), sodium iodide (0.1 Sg) and 4-bromo- 
3-bromomethylisoquinoline (0.87g). 
[Physical Characteristics of the Compound (384)] 

'H-NMR (DMSO-d6, 8): 1.26 (3H, t, J = 7.0Hz), 2.59 (3H, s), 4.24 (2H, q, J = 7.0Hz), 
5.93 (2H,s), 7.61 (lH,d,J = 8.4Hz), 7.75 - 7.80 (2H, ra), 7.99 (1H, m), 8.03 (1H, s), 8.13 
(lH,d, J = 8.1Hz), 8.23 (lH,d, J = 8.5Hz), 9.12 (lH,s). 

< Example 321; Synthesis of 6-Carboxy-2-methyl-[3-(4-bromoisoquinolyl)methyl] 
benzimidazole (385) > 

By using the method of Example 53, 6-carboxy-2-methyl-[3-(4- 
bromoisoquinolyl)methyl]benzimidazole (385) (0.1 1 Sg) was obtained from 6- 
ethoxycarbonyl-2-methyl-l-[3-(4-bromoisoquinolyl)methyl]benzimidazole (0.290g). This 
material was immediately used for the following reaction. 

< Example 322; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-methyl-l-[3-(4- 
bromoisoquinolyl)methyl]benzimidazole (386) > 

By using the method of Example 98, 6-(l -butanesulfonylcarbamoyl)-2 -methyl- 1 -[3- 
(4-bromoisoquinolyl)methyl]benzimidazole (386) (0.075g) was obtained from 6-carboxy-2- 
methyl-l-[3-(4-bromoisoquinolyl)methyl]benzimidazole (0.11 lg), N,N*-carbonyldiimidazole 
(0.097g), 1-butanesulfonamide (0.082g) and diazabicycloundecene (0.091 g). 
[Physical Characteristics of the Compound (386)] 

] H-NMR (DMSO-d6, 6): 0.81 (3H, t, J = 7.4Hz), 1.35 (2H, m), 1.62(2H,m), 2.54 (3H, s), 

3.46 (2H, t, J = 7.5Hz), 5.91 (2H, s), 7.63 (1H, d, J = 8.5Hz), 7.76 (1H, dd, J = 8.5 and 

1.4Hz), 7.79 (lH,t, J = 7.6Hz), 8.00 (1H, t, J = 7.9Hz), 8.08 (1H, t, J- 1.1Hz), 8.13 (lH,d, 

J = 8.2Hz), 8.24 (lH,d, J = 8.5Hz), 9.11 (lH,s), 11.81 (1H, brs). 

R(Nujol): 1678cm" 1 . 

mp: 258 - 259°C. 

Mass(FAB): m/e 515, 517(M+1). 



Representative compounds from the compounds of the present invention were 
chosen for testing its pharmacological properties. 

< Test Example 1; Triglyceride (TG) Accumulation Promotion Effect in 3T3-L Cells 
(Preadipocyles) > 

Tested Compound 

6-BenzenesulfonylcarbanioyI-2-cyclopropyl-l-(2-fluoroben2yI)benzirnidazole 
Test Equipment 

1 Centrifuge: TOMYLC-122 

2 Incubator: ESPEC BNA-121D 

3 Mixer: Automatic Labo -Mixer 

4 Water bath: TAITEC Personal- 1 1 

5 Spectrophotometer: Shibazu Ultraviolet Visible Spectrophotometer UV-160A 

6 24-well Plate: Iwaki Glass Coming 

Reagents 

1 Culture medium: Dulbecco Minimum Essential Medium (MEM) 

+ 5% fetal calf serum (FCS) 

2 PBS (-): A solution with the below composition: 

NaCI 0.8 g/1 

KC1 0.2 
Na 2 HP0 4 1.15 
KH 2 P0 4 0.2 

3 EDTA- trypsin solution: 0.02% EDTA + 0.25% trypsin/PBS(-) 

4 Dexamethasone: manufactured by Sigma 

5 IBMX(3-isobutyl-l-methylxanthine: manufactured by Sigma 

6 Insulin: manufactured by Sigma 

7 DMSO (Dimethylsulfoxide): manufactured by Wakou Junn Yaku 

8 TG measurement kit 

Triglyceride-Test Wakou (the acetyl-acetone method): 

manufactured by Wakou Junn Yaku 

9 0. IN NaOH solution: 

obtained by diluting a IN NaOH solution 10 times with distilled water. 

1 0 Bio-Rad protein assay reagent: manufactured by Bio-Rad 

11 Bovine alubumin: manufactured by Sigma 



Test Method 



Preparation of 3T3-L1 Cells ... 

3T3-L1 cells which were in a stage just prior to confluency were prepared in a F75 
flask. The culture medium was removed. They were washed twice using 5ml of the PBS(-). 
The cells were stripped using the EDTA-trypsin solution. Then, 1 -ml/tube of the culture 
medium was added and the cells were suspended. The suspension was collected in a 50ml 
centrifuge settlement tube and the tube was centrifugalized at lOOOrpm for five minutes. The 
cells settled and the supernatant was removed. The cells were resuspended in a 20ml culture 
medium and the cell population was counted. Adjustments were made so that the cell 
concentration became 6xl0 4 cells/ml. Then, the suspension was divided and poured 1ml by 
lml into each receptor of the 24-well plate. The sample of this condition was incubated in 
the incubator for two days (37°C and 5%C0 2 ). 

Preparation and Addition of Dexamethasone and IBMX 

Using DMSO, a solution of ImM dexamethasone + 500mM IBMX was prepared. 
Furthermore, the solution was diluted 1000 fold with the culture medium. Thus, a solution of 
lu.M dexamethasone + 0.5mM IBMX was prepared. At the same time, DMSO was diluted 
using the culture medium, and a 0.1% DMSO solution was also prepared. 

Next, the 24-well plate carrying the incubated 3T3-L1 cells was taken out of the 
incubator. The confluency of the cells were confirmed under an inspection magnification 
glass. The culture medium was removed through suction. In each of two wells on the 24- 
well plate, lml of the 0.1% DMSO solution was poured, and in each of the remaining 22 
wells, lml of the solution of lu.M dexamethasone + 0.5mM IBMX was poured. With such a 
state, incubation was performed for one day in the incubator (37°C, 5% CO2). 

Preparation and Application of the Test Compound and Insulin 

The test compound was diluted to lxlO* 2 M, lxl0* 3 M, and lxlO^M with DMSO. 
Then, each of these was diluted 500 fold to prepare a 2xlO" 5 M, 2x10"^, and 2xlO" 7 M 
solution. At the same time, a 0.5% DMSO solution was prepared. 100u.M (in 0.2% bovine 
serum alubumin (BSA) and 3mM HC1) insulin was prepared beforehand and stored at -80°C. 
For preparation, the insulin was left to thaw by itself and then was diluted 50,000 fold with 
the culture medium to 2nM. 

Next, the 24-well plate, on which dexamethasone and IBMX had been placed the 
previous day, was taken out of the incubator. After confirming that the addition of 
dexamethasone and IBMX caused morphological changes in the cells, the culture medium 
was removed through suction. Then, 500u.l of the 0.2% DMSO solution and the culture 
medium were poured into each of the two wells in which the 0.1% DMSO solution had been 
placed the previous day. (This is necessary in order to examine the conditions of the cells at 
this time.) As for the remaining 22 wells (in which the solution of lu.M dexamethasone + 
0.5mM IBMX was placed), after placing 500u.l/well of the 2.0% DMSO solution (2 wells) 
and 500 ^il/well of the test compound (20 wells), 500ul/well of the insulin solution was 



poured into these wells. In this condition, incubation was performed in the incubator (37°C, 
5%CO ; ) for 4 to 5 days. 

Measurements of Triglyceride (TG) and Protein 

The 24-well plate was taken out of the incubator 4 to 5 days after the test compound 
and insulin solutions were placed in it. After the plate was tilted and the culture medium was 
discarded, the remaining culture medium was absorbed using paper towel and was 
completely removed. Then, extraction was performed twice, using isopropyl alcohol, and the 
TG measurement was performed using the TG measurement kit (the acetyl-acetone method) 
(measurement wavelength: 410nm). Subsequently, after evaporating all of alcohol from the 
plate on which the extractions had been completed using the isopropyl alcohol, 400|il/well of 
the 0.1H NaOH solution was placed in the wells. The plate was left at room temperature for 
30 minutes and the cells were dissolved. A 50ul sample was taken from each of these 
solutions and placed into tubes. Moreover, 2.5ml of a solution, which is the Bio-Rad protein 
assay reagent diluted 5 fold with distilled water, was added to each tube. The sample 
solutions were stirred well and protein measurements were performed (measurement 
wavelength: 595nm) using the spectrophotometer. 

Results 

The TG accumulation promotion effect of the test compound was obtained, wherein 
the TG accumulation promotion effect of a reference compound, lxlO" 6 M pioglitazone, was 
set at 100%, and the test compound (-) and insulin (+) set at 0%. The results are shown in 



Table 1 below. 




Table 1 




Concentration (M) 


TG accumulation promotion effect (%) 


lxl 0- 6 


38.2% 



< Test Example 2; Hypoglycemia Inhibitory Effect using db/db Mouse > 
Tested Compound 

6-Benzenesulfonylcarbamoyl-2-cyclopropyl-l-(2-fluorobenzyl)benzimidazole (177) 
6-Benzenesulfonylcarbamoyl-l-(2-chlorobenzyl)-2-methylbenzimidazole (163) 
HBiphenyl-4-ylmethyl)-6-(l-but^ 



Animal 



Five-week-old male mice of C57BL/KsJ-dbm db+/db+ and C57BL/DsJ-dmb +n/+m 
(Jackson Laboratory) were purchased. After two to three weeks of an introduction period, 
they were used for the experiments. 

Test Materials Preparation 

Test compounds were mixed with powder feed (CD-2, Japan Clea) using a mortar. 
The mixture ratios were determined based on the amounts of feed consumption by the mice 
as 0.1% for lOOmg/kg, 0.03% for 30mg/kg and 0.01% for lOmg/kg. Each group was fed 
twice a week. The amounts of given feed and leftover feed were recorded and the differences 
were calculated as the amounts of feed consumption. 

Test Schedule 

After the male db/db mice were divided into groups based on body weight, glycemia 
level, and triglyceride concentration in the plasma, the feed mixed with the test compounds 
were given to the mice for 14 days. (The test period was conducted between mice at 8 weeks 
of age to 10 weeks of age). In the morning of the seventh and fourteenth days, blood samples 
were taken from the venous plexus in the eye sockets using heparinized glass capillary tubes 
(Chase Heparinized Capillary Tubes). Plasma fractions were obtained through centrifuge. 
Test items were the glycemia level, plasma triglyceride concentration, and plasma insulin 
concentration on the day before the first test day and the fourteenth day, and the glycemia 
level and plasma triglyceride concentration on the seventh day. Body weight was measured 
on the day before the first test day, seventh and fourteenth day. After taking blood samples, 
the mice were slaughtered using a CO2 gas. 

Measurement Methods 

For a glycemia level measurement, 10 - 15u.l of the plasma was used. The 
measurements were performed utilizing the glucose oxidation enzyme method (Glucose CII - 
Test Wakou, Wakou Junn Yaku). For a plasma triglyceride concentration measurement, 10 ~ 
15(il of the plasma was used. The measurements were performed utilizing the GPO-p- 
chlorophenol method (Triglyceride G - Test Wakou) or the GPO-DAOS method 
(Triglyceride E - Test Wakou). The above measurements were performed immediately after 
blood samples were taken. For a plasma insulin concentration measurement, 20^.1 of the 
plasma was used. The measurements were performed utilizing the antigen method 
(Phadesephinslin R1A kit, Kabi Pharmacia). 

Results 

The reduction rates in the glycemia level and plasma triglyceride concentration in 
the groups in which the test compounds were given were obtained when the differences 
between the reference group of db/db mice and +/+ mice in the glycemia level and in plasma 
triglyceride concentration were set at 100%. The results are shown in Table 2 below. 



Table 2 



Dose 


(mg/kg) 


Hypoglycemia Inhibitory Effect (%) 


Compound (177) 


30 


34.5 


Compound (163) 


30 


72 


Compound (172) 


10 


70-80 



Potential for Industrial Applications 

New benzimidazole derivatives and pharmaceutically acceptable salts thereof have 
been provided. These compounds and salts thereof have hypoglycemia or PDE5 inhibitory 
effects, and are useful as pharmaceuticals to treat impaired glucose tolerance, diabetes (type 
. II diabetes), diabetic complications (e.g., diabetic nephropathy, diabetic neuropathy, diabetic 
retinopathy), insulin resistance syndromes (e.g., insulin receptor anomaly, Rabson- 
Mendenhall syndrome, repliconism, Kobberling-Dunnigan syndrome, Seip syndrome, 
Lawrence syndrome, Cushing's syndrome, acromegaly), hyperlipemia, atherosclerosis, angio 
cardiopathy (angina pectoris, cardiac failure), hyperglycemia (e.g., what can be characterized 
by anomalous saccharometabolism, such as eating disorder), or hypertension; or angina 
pectoris, high blood pressure, pulmonary hypertension, congestive cardiac failure, 
glomerulopathy (e.g., diabetic glomerulosclerosis), tubulointerstitial mellitus (e.g., 
nephropathy induced by FK506 or cyclosporine), renal failure, angiostenosis (for example, 
after percutaneous transluminal angioplasty), telangiosis, cerebral apoplexy, chronic 
reversible atresia (e.g., bronchitis and asthma (chronic asthma, allergic asthma)), allergic 
rhinitis, urticaria, glaucoma, diseases characterized by entero dyskenesia (for example, 
hypersensitive anaphylaxis), impotence (e.g., organic impotence, psychic impotence), 
diabetic complications (e.g., diabetic gangrene, diabetic arthropathy, diabetic 
glomerulosclerosis, diabetic dermopathy, diabetic neuropathy, diabetic cataract, diabetic 
retinopathy), nephritis, carcinoma cachexia, or post-PCTA restenosis, and so forth. 



[Physical Characteristics ofthe Compound (231)] 

■H-NMR (DMSO-d6, 5): 5.32 (2H, s), 6.77 (2H, s), 7.05 (1H, d, J = S.SHz), 7.21 (2H, d, J = 
S.3Hz), 7.31- 7.38 (4H,m), 7.43 (2H t t, J = 7.5Hz), 7.58- 7.65 (6H, m), 7.79 - 7.82 (2H, 
m). 

IR(KBr): 1684 cm"'. 
Mass(FAB): m/e 483(M+1). 
mp: 352.5 - 355.0 °C. 

< Example 170; Synthesis of 6-BenzenesuIfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n- 
propylbenzimidazole Potassium Salt (232) > 

Triethylamine (0.060g) and butyryl chloride (0.084g) were added to an N,N- 
dimethylformaniide (2ml) solution of N-benzenesulfonyl-4-amino-3-(biphenyl-4- 
ylmethylamino)benzamide (0.300g). The solution was stirred for 1.5 hours at room 
temperature. The reaction solution was purified of itself using silica gel column 
chromatography Chloroform and N-benzenesulfonyl-3-(biphenyl-4-ylmethylamino)-4- 
but)Tylaminobenzamide (0.250g) was obtained. Methanol (5ml) and 35% hydrochloric acid 
(0.50g) were added to this and the solution was stirred for three hours at 60°C. The reaction 
was halted by adding 20% potassium hydrogencarbonate. Extraction was performed with 
ethyl acetate and water. An organic layer was concentrated and the formed material was 
dissolved in a small amount of chloroform. By adding ether, crystallization was performed. 
The crystals were separated through filtration, dried and thus,.6-benzenesulfonylcarbamoyl- 
l-(biphenyl-4-ylmethyl)-2-n-propylbenzimidazole Potassium Salt (232) (0.157g) was 
obtained. 

[Physical Characteristics of the Compound (232)] 

'H-NMR (DMSO-d6, 6): 0.95 (3H, t, J = 7.4Hz), 1.77 (2H, q, J = 7.5Hz), 2.82 (2H, t, J = 
7.5Hz), 5.55 (2H, s), 7.1 1 (2H, d, J = 8.2Hz), 7.32 - 7.38 (4H, m), 7.43 (2H, t, J = 7.5Hz), 
7.47 (1H, d, J = 8.4Hz), 7.58 - 7.64 (4H, m), 7.79 - 7.83 (3H, m), 7.96 (1H, s). 
IR(Nujol): 1592 cm" 1 . 
Mass(FAB): m/e 548(M+1). 
mp: 279.0- 282.0 °C. 

< Example 171; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n- 
butylbenzimidazole (233) > 

By using the method of Example 170, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-n-butylbenzirnidazole (233) (0.23 2g) was obtained from N-benzenesulfonyl-4- 
ammo-3-(biphenyl-4-ylmemylanimo)benzamide (0.400g), triethylamine (0.080g), and 
oxtanoyl chloride (0.1 70g). 
[Physical Characteristics ofthe Compound (233)] 

'H-NMR (DMSO-d6, 5): 0.79 (3H, t, J = 7.3Hz), 1.12-1.24 (6H, m), 1.24-1.31 (2H, m), 
1.66-L73(2H,m), 2.84 (2H, t, J = 7.6Hz), 5.58 (2H,s), 7.14 (2H, d, J = 8.1Hz), 7.34 



(2H, t, J = 7.6Hz), 7.43 (2H, t, J = 7.4Hz), 7.52 - 7.66 (7H, m ), 7.75 (1H, d, J = S.SHz), 7.95 
(2H, d, J = 7.6Hz), 8.15 (1H, s), 12.45 (1H, s). 
IR(KBr): ^SScm" 1 . 
mp: 112.0-117.5 °C. 

< Example 172; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
chloromethylbenzimidazole (234) > 

By using the method of Example 170, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyI)-2-chloromethylbenzimidazole (234) (0.1 93g) was obtained from N- 
benzenesulfonyl-4-amino-3-(biphenyl-4-ylmethylamino)benzamide (0.300g), triethylamine 
(0.060g), and chloroacetyl chloride (0. 1 02g). 
[Physical Characteristics of the Compound (234)] 

] H-NMR (DMSO-d6, 5): 5.10 (2H, s), 5.71 (2H, s), 7.23 (2H, d, J = 8.3Hz), 7.23 (2H, d, J = 
8.3Hz), 7.35 (1H, t, J = 7.3Hz), 7.44 (2H, t, J = 7.5Hz), 7.60 - 7.66 (6H, m), 7.69 (1H, t, J= 
7.5Hz), 7.75 - 7.81 (2H, m), 7.98 - 8.01 (2H, m), 8.16 (1H, s), 12.52 (1H, s). 
IR(KBr): 1700 cm' 1 . 
mp: 220.5-223.5 °C. 

< Example 173; S>Tithesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
methoxymethylbenzimidazole (235) > 

By using the method of Example 170, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-methoxymethylbenzimidazole (235) (0.1 83g) was obtained from N- 
ben2enesulfonyl-4-amino-3-(biphenyl-4-ylmethylamino)benzamide (0.400g), triethylamine 
(0.1 15g), and methoxyacetyl chloride (0.131g). 
[Physical Characteristics of the Compound (235)] 

'H-NMR (DMSO-d6, 5): 3.31 (3H, s), 4.72 (2H, s), 5.63 (2H, s), 7.23 (2H, d, J - 8.3Hz), 
7.35 (1H, t, J = 7.4Hz), 7.44 (2H, t, J = 7.5Hz), 7.60 - 7.65 (6H, m), 7.70 (1H, t, J= 7.5Hz), 
7.72 - 7.79 (2H s m), 7.98 -8.01 (2H, m), 8.18(lH,s) 5 12.50 (1H, s). 
IR(KBr): 1690 cm -1 . 
mp: 195.0- 198.0 °C. 

< Example 174; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-i- 
propylbenzimidazole Potassium Salt (236) > 

By using the method of Example 170, N-benzenesulfonyl-4-amino-3-(biphenyl-4- 
ylmethylaminojbenzamide (0.400g), triethylamine (0.080g), and isobutyryl chloride (0.121g) 
were reacted as source materials. The preliminarily purified material was dissolved in a 
mixture solvent of methanol and 20% potassium hydrogencarbonate aqueous solution. The 
solution's acidity was adjusted to pH 7 with 10% hydrochloric acid. Precipitated crystals - 
were found to be 6-benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-i- 
propylbenzimidazole Potassium Salt (236) (0.1 67g). 



[Physical Characteristics of the Compound (236)] 

'H-NMR (DMSO-d6, 5): 1.26 (6H, d, J = 6.8Hz), 3.25 - 3.40 (1H, m), 5.5S (2H, s), 7.09 
■ (2H, d, J = S.3Hz), 7.32 - 7.37 (4H, m), 7.43 (2H, t, J = 7.5Hz), 7.4S (1H S d, J = 8.4Hz), 
7.5S - 7.64 (4H, m), 7.79 - 7.S3 (3H, m), 7.95 (1H, s). 
IR(Nujol): 1592 cm* 1 . 
Mass(FAB): m/c 548(M+1). 
mp: 310.1 -312.7 °C. 

< Example 175; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
methylthiobenzimidazole (237) > 

20% potassium hydroxide aqueous solution, (0.323g), water (2ml), and subsequently 
methyl iodine (0.1 23g) were added to a methanol (5ml) solution of 6- 
benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-mercaptobenzimidazole (0.3 lOg). The 
solution was stirred for two hours at room temperature. The acidity was adjusted to pH 5 ~ 6 
with 10% hydrochloric acid. Precipitated crystals were separated through filtration, dried and 
thus, 6-benzenesulfonylcarbamoyl-l -(biphenyl-4-ylmethyl)-2-methylthiobenzimidazole (237) 
(0.28 lg) was obtained. 

[Physical Characteristics of the Compound (237)] 

1 H-NMR (DMSO-d6, 5): 2.75 (3H, s), 5.48 (2H, s), 7.25 (2H, d, J = 8.3Hz), 7.35 (1H, t, J = 
7.4Hz), .7.44 (2H, t, J = 7.5Hz), 7.60 - 7.66 (7H, m), 7.68 - 7.75 (2H, m), 7.82 - 7.99 (2H, 
m), 8.19 (lH,d, J = 1.6Hz), 12.43 (lH,s). 
IR(KBr): 1685 cm" 1 . 
mp: 218.8- 220.4 °C. 

< Example 176; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylrnethyl)-2- 
ethylthiobenzimidazole (238) > 

By using the method of Example 175, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmemyl)-2-ethylthiobenzimidazole (238) (0.225g) was obtained from 6- 
benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2-mercaptobenzimidazole (0.240g), and 
ethyl iodine (0.117g). 

[Physical Characteristics of the Compound (238)] 

1 H-NMR (DMSO-d6, 5): 1.39 (3H, t, J = 7.3Hz), 3.37 (2H, q, J = 7.3Hz), 5.47 (2H, s), 7.24 
(2H, d, J = 8.1Hz), 7.35 (1H, t, J - 7.1Hz), 7.44 (2H, t, J = 7.6Hz), 7.57 - 7.68 (8H, m), 7.75 
(1H, d, J= 8.4Hz), 7.98 (2H, d, J = 7.5Hz), 8.15 (1H, s), 12.43 (1H, s). 
IR(KBr): 1686 cm* 1 . 
mp: 125.5- 129.5 °C. 

< Example 1 77; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n- 
propylthiobenzimidazole (239) > 

By using the method of Example 175, 6-benzenesulfonylcarbamoyl-l -(biphenyl-4- 



ylmethyl>2-n-propylthiobcnzimidazole (239) (0.1 56g) was obtained from 6- 

ben2enesulfonyicarbamoyI-l-(biphenyI-4-yImethyI)-2-mercaptobenzimid^ and 

n-propyl iodine (0.117g). 

[Physical Characteristics of the Compound (239)] 

'H-NMR (DN4SO-d6, 5): 0.97 (3H, t, J = 7.4Hz), 1 .76 (2H, q, J = 7.2Hz), 3.29-3.36 (2H, 
m), 5.48 (2H,s), 7.24 (2H, d, J = 8.3Hz), 7.35 (1H, t, J = 7.3Hz), 7.44 (2H, t, J = 7.4Hz),' 
7.5S-7.71 (SH,m), 7.74 (1H, dd, J = 3.5 and 1.7Hz), 7.99 (2H, d, J = 7.7Hz), 8.17 (lH,s) 
12.43 (1H, s). 
IR(KBr): 1690 cm- 1 . 
mp: 106.0-111.5 °C. 

< Example 178; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2-n- 
hexylthiobenzimidazole (240) > 

By using the method of Example 175, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)-2-n-hexylthiobenzimidazole (240) (0.2 12g) was obtained from 6- 

ber^enesulfonylcarbainoyl-l-(biphenyl-4-ylmethyl)-2-mercaptobenzimidazole (0.250g), and 
n-hexyl iodine (0.117g). 

[Physical Characteristics of the Compound (240)] 

1 H-NMR (DMSO-d6, 5): 0.82 (3H, t, J = 7.9Hz), 1.19-1.33 (4H, m), 1.33 - 1.44 (2H, m), 
1.68- 1.75 (2H,m), 3.30 -3.43 (2H, m), 5.48 (2H, s), 7.23 (2H, d, J = 8.2Hz), 7.35 (lH,'t, 
J = 7.1Hz), 7.44 (2H,t, J = 7.6Hz), 7.60 - 7.75 (9H, m), 8.00 (2H, d, J = 7.7Hz), 8.19 (1H ' 
s), 12.44 (lH,s). 
IR(KBr): 1688 cm- 1 . 
mp: 139.5- 141.0 °C. 

< Example 179; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyI)benzimidazole (24 1 ) > 

A mixture of N-beiizenesulfonyl-4-amino-3-(bipte 
(0.400g) and formic acid (2ml) was stirred for three hours at 90°C. The reaction solution was 
concentrated. The crystals which precipitated by adding methanol were separated through 
filtration, dried and thus, 6-benzenesulfonylcarbamoyl-l-(biphenyl-4- 
ylmethyl)benzimidazole (241) (0.243g) was obtained. 
[Physical Characteristics of the Compound (241)] 

'H-NMR (DMSO-d6, 8): 5.60 (2H, s), 7.35 (1H, t, J = 7.2Hz), 7.39 (2H, d, J = 8.2Hz), 7.44 
(2H.U-7.6Hz), 7.61-7.77 (9H,m), 8.00 (2H, d, J = 7.7Hz), 8.26 (1H, s), 8.66 (1H s) 
12.5 (lH,s). 
IR(KBr): 1683 cm' 1 . 
mp: 141.5- 143.6 °C. 



< Example 180; Synthesis of l-(4-Benzyloxybenzyl)-2-methyl-6-[(2- 



pyridylmethyl)carbamoyl]bcnzimidazole (242) > 

Acetic acid (4ml) and ethanol (Sml) were added to an N-(2-pyrid\imetriyl)-4- 
acetylamino-3-(4-benzylo.\ybenzylamino)benzamide (0.434g) and the solution was stirred for 
seven hours at 90°C. Residuum was obtained by reduced pressure condensation. By adding 
ethyl acetate and ether to the residuum, crystallization was performed. The crystals were 
separated through filtration, dried and thus, 0.375g of l-(4-benzyloxybenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (242) was obtained. 
[Physical Characteristics of the Compound (242)] 

■H-NMR (DMSO-d6, 5): 2.59 (3H, s), 4.7S (2H, d, J = 4.8Hz), 5.01 (2H, s), 5.31 (2H, s), 
6.89 (2H, d, J = S.7Hz), 6.99 (2H, d, J = 8.6Hz), 7.21 (1H, dd, J = 5.1 and 7.4Hz), 7.29 - 
7.42 (6H,m), 7.62 (1H, br t), 7.65 - 7.75 (3H, m), 7.98 (lH,s), 8.57 (1H, d, J = 4.1Hz). 
IR(KBr): 1640 cm* 1 . 
mp: 169.0- 170.0 °C. 

< Example 181; Synthesis of 2-Methyl-l-(3 ) 4-methylenedioxybenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (243) > 

Acetic acid (2ml) and ethanol (5ml) were added to an N-(2-pyridylmethyl)-4- 
acetylamino-3-(3,4-methylenedioxybenz>'lamino)benzamide (0.490g) and the solution was 
stirred for eight hours at 70°C. The residuum obtained by reduced pressure condensation was 
purified using silica gel column chromatography (eluate: ethyl acetate/methanol = 9/1), and 
crystallization was performed in ethyl acetate. The crystals were separated through filtration, 
dried and thus, 0.270g of 2-methyl-l-(3 ) 4-methylenedioxybenzyl)-6-[(2- 
pyridylmethyl)carbamoyl] benzimidazole (243) was obtained. 
[Physical Characteristics of the Compound (243)] 

1 H-NMR(CDCl 3 ,6):2.59(3H,s), 4.78 (2H, d, J = 4.8Hz), 5.28 (2H, s), 5.93 (2H, s), 6.51 
(1H } d, J = 1.6Hz), 6.55 (1H, dd, J = 1.4 and 7.9Hz), 6.72 (2H, d, J = 8.0Hz), 7.22 (1H, dd, J 
- 6,7 and 5.0Hz), 7.34 (1H, d, J = 7.7Hz), 7.62 (1H, br t), 7.67 - 7.75 (3H, m), 7.96 (1H, d, 
J=l.lHz), 8.58(lH,d,J = 4.9Hz). 
IR(KBr): 1637 cm' 1 , 
mp: 190.5- 192.0 °C. 

< Example 182; Synthesis of 2-Methyl-6-[(2-pyridylmethyl)carbamoyl]-l-[4-(l J 2 J 3- 
thiadiazole-4-yl)benzyl]benzimidazole (244) > 

By using the method of Example 180, 2-memyl-6-[(2-pyridylmethyl)carbamoyl]-l- 
[4-(l,2,34madia2ole-4-yl)benzyl]benzimidazole (244) (0.33g) was obtained from N-(2- 
pyridylmemyl)-4-acerylamino-344-(l,2,3-to^ (0.50g). 
[Physical Characteristics of the Compound (244)] 

] H-NMR (CDC1 3 , S): 2.58 (3H, s), 4.58 (2H, d, J = 5.9Hz), 5.62 (2H, s), 7.24 (1H, dd, J = ~ 
7.3 and 5.0Hz), 7.28 - 7.33 (3H, m), 7.64 (1H, d, J = 8.4Hz), 7.73 (1H, dd, J = 7.7 and 
1.6Hz),7.81 (lH,dd,J = 8.4andl.3Hz), 8.10 (1H } d, J- 8.2Hz), 8.13 (lH,s), 8.49 (1H, d, 



J = 4.2Hz), 9.04 (lH.t, J = 5.9Hz), 9.5S(lH,s). 

IR(KBr): 1642 cm' 1 . 

mp: 216.0-217.0 °C. . " 



< Example 1S3; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(2,4-difluorobenzyI)-2- 
methylbenzimidazole (245) > 

N-benzenesulfonyl-4-acetylamino-3-(2,4-difluorobenzylamino)benzamide(0.370g) 
was added to a mixture solvent of 10% hydrochloric acid (3.3g), methanol (6ml), and water 
(4ml). Furthermore, 35% hydrochloric acid (0.5g) was added and the solution was stirred for 
three hours at 60°C. After 20% potassium hydrogencarbonate aqueous solution was added to 
turn the reaction solution into a basic, its acidity was adjusted to pH 5 - 6 with 10% 
hydrochloric acid. Precipitated crystals were separated through filtration, dried and thus, 

0.182 g of 6-benzenesulfonylcarbamoyl-l-(2,4-difluorobenzyl)-2-methylbenzimidazole (245) 
was obtained. 

[Physical Characteristics of the Compound (245)] 

■H-NMRpMSO-d^S): 2.53 (3H, s), 5.56 (2H, s), 6.95-7.01 (1H, m), 7.04 (1H, dt, J = 
8.7 and 1.4 Hz), 7.32 (1H, dt, J = 10.7 and 2.1Hz), 7.59 - 7.66 (3H, m), 7.68 - 7.74 (2H, 
m), 8.00 (2H, d, J = 8.1Hz), 8.13 (1H, s), 12.43 (1H, s). 
IR(KBr): 1686 cm' 1 . 

mp: 234.5 - 235.5 °C (accompanied by decomposition). 

< Example 184; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(biphenyl-4-ylmethyl)-2- 
phenylbenzimidazole (246) > 

Triethylamine (0.1 15g) and benzoyl chloride (0.200g) were added to an N,N- 
dimethylformamide (5ml) solution of N-benzenesulfonyl-4-amino-3-(biphenyl-4- 
ylmethylamino)ben2amide (0.500g). After stirring the solution for 15 hours at room 
temperature, a potassium hydrogencarbonate aqueous solution was added to halt the reaction. 
Under reduced pressure, the solvent was removed. Residuum was dissolved in a mixture of 
water and methanol, and its acidity was adjusted to pH 5 - 6 with 10% hydrochloric acid. 
Precipitated crystals were collected, dried and preliminarily purified N-benzenesulfonyl-4- 
benzoylamino-3-(biphenyl-4-ylmethylamino)benzamide (0.393g) was obtained. This was 
altered to 6-benzenesulfonylcarbamoyl- 1 -(biphenyl-4-ylmethyl)-2-phenylbenzimidazole 
(246) (0.270g) through the method of Example 183. 
[Physical Characteristics of the Compound (246)] 

! H-NMR(DMSO-d6,8): 5.70 (2H, s), 7.07 (2H, d, J - 8.2Hz), 7.32 - 7.37 (1H, m), 7.43 
(2H, t, J = 5.7Hz), 7.53 - 7.58 (2H, m), 7.58 - 7.65 (7H, m), 7.68 - 7.72 (1H, m), 7.77 (2H, 
dd, J = 7.5 and 1.5Hz), 7.81 - 7.83 (2H, m), 7.98 - 8.02 (2H, m), 8.22 (1H, s), 12.47 (1H, s). 
R(KBr): 1690 cm' 1 . ' - 

mp: 138.5-139.5 °C. 



< Example 1S5; Synthesis of 6-Benzenesulfonylcarbamoyl-2-methyl-l-(2- 
nitrobenzyl)benzimidazole (247) > 

By using the method of Example 1 S3, 6-benzenesulfonylcarbamoyl-2-methyl-l-(2- ' 
nitrobenzyl)benzimidazole (247) (0.237g) was obtained from N-benzenesulfonyl-4- 
acetylamino-3-(2-nitrobenzylamino)benzamide (0.79g). 
[Physical Characteristics of the Compound (247)] 

'H-NMR (DMSO-d6, 5): 2.4S (3H, s), 5.01 (2H, s), 5.93 (2H, s), 6.28 - 6.30 (1H, m), 7.55 
- 7.62 (4H, m), 7.64 - 7.74 (3H, m), 7.97 (2H, d, J = S.OHz), S.10 (1H, s), S.22 - S.28 (1H, 
m), 12.39 (lH.s). 
IR(KBr): 1686 cm -1 . 

mp: 269.5 - 272.5 °C (accompanied by decomposition). 

< Example 186; Synthesis of 6-BenzenesulfonyIcarbamoyl-2-methyl-l-benz>'lbenzimidazole 
(248) > 

By using the method of Example 183, 6-benzenesulfonylcarbamoyl-2-methyl-l- 
benzylbenzimidazole (248) (0.222g) was obtained from N-benzenesulfonyl-4-acetylamino-3- 
benzylaminobenzarnide (0.3 8g). 
[Physical Characteristics of the Compound (248)] 

1 H-NMR (DMSO-d6, 5): 2.54 (3H, s), 5.55 (2H, s), 7.12 (2H, d, J = 7.9Hz), 7.28 (1H, t, J = 
7.3Hz), 7.34 (2H, t, J = 7.0Hz), 7.61 - 7.66 (3H, m), 7.69 - 7.76 (2H, m), 8.00 (2H, d, J = 
7.9Hz), 8.18 (lH,s), 12.43 (1H, s). 
IR(KBr): 1695 cm" 1 . 

mp: 260.0 - 262.0 °C (accompanied by decomposition). 

< Examples 187 and 188; Syntheses of 6-Benzenesulfonylcarbamoyl-2-methyl-l-(4- 
nitrobenzyl)benzimidazole (249) and 6-Benzenesulfonylcarbamoyl-2-methyl-l-(4- 
nitrobenzyl)benzimidazole Potassium Salt (250) > 

By using the method of Example 183, 6-benzenesulfonylcarbamoyl-2-methyl-l-(4- 
nitrobenzyl)benzimidazole (249) (0.25 5g) was obtained in a crystal form from N- 
benzenesulfonyl-4-acerylamino-3-(4-nitrobenzylamino)benzamide (0.505g). Furthermore, 
the filtrate was concentrated and thus, crystals of 6-benzenesulfonylcarbamoyl-2-methyl-l- 
(4-nitrobenzyl)berizimidazole potassium salt (250) (0.1 36g) were obtained. 
[Physical Characteristics of the Compound (249)] 

1 H-NMR (DMSO-d6, 6): 2.50 (3H, s), 5.70 (2H, s), 7.30 (2H, d, J = 8.7Hz), 7.52 (2H, t, J = 
7.6Hz), 7.57 (2H, d, J = 8.3Hz), 7.76 (1H, dd, J = 8.4 and 1.4Hz),. 7.92 (2H, d, J = 7.3Hz), 
8.05 (1H, s), 8.20 (2H, d, J= 8.7Hz), 12.43 (1H, s). 
IR(KBr): 1686 cm -1 . 
mp: 164.5- 167.0 °C. 

[Physical Characteristics of the Compound (250)] 

1 H-NMR (DMSO-d6, 5): 2.51 (3H, s), 5.68 (2H, s), 7.28 (2H, d, J - 8.5Hz), 7.32 - 7.41 



(3H, m), 7.46 (1H, d, J = S.4Hz), 7.7S - 7.S6 (3H, m), 7.91 (1H, s), S.20 (2H, d, J = S.5Hz). 
IR(KBr): 1594 cm' 1 . 

mp: 326.0 - 32S.0 °C (accompanied by decomposition). 

< Example 1S9; Synthesis of 6-Benzenesulfonylcarbamoyl-l-(4-benzyIoxybenzyl)-2- 
methylbenzimidazole (251) > 

A mixture of N-benzenesulfonyl-3-amino-4-acetylaminobenzamide potassium salt 
(0.500g), 4-benzyIoxybenzyl bromide (0.470g), 20% potassium hydrogencarbonate aqueous 
solution (0.925g) and N,N-dimethylformamide (3ml) was stirred for one hour at 90°C. The 
reaction solution was concentrated and purified through silica gel column chromatography 
(eluate: ethyl acetate/methanol = 9/1) to obtain preliminarily purified N-benzenesulfonyI-4- 
acetylamino-3-(4-benzyIoxybenzylamino) benzamide. This material underwent cyclization 
and thus, 0.1 60g of 6-benzenesulfonylcarbamoyl-l-(4-benzyloxybenzyI)-2- 
methylbenzimidazole (251) was obtained. 
[Physical Characteristics of the Compound (251)] 

'H-NMR (DMSO-d6, 5): 2.54 (3H, s), 5.05 (2H,s), 5.44 (2H, s). 7.09 (2H, d, J = 8.7Hz), 
7.32 (2H,d, J = 7.0Hz), 7.29 - 7.44 (5H, m), 7.58 - 7.67 (3H, m), 7.68 - 7.75 (2H, m), 7.79 
-S.02(2H,m), 8.18 (1H, s), 12.46 (lH,s). 
IR(KBr): 1685 cm" 1 . 
mp: 1 1 1.0-1 14.0 °C. 

< Example 190; Synthesis of 2-Methyl-5-[(2-pyridylmethyl)carbamoyl]benzimidazole (252) 
> 

5% palladium/carbon (0.1 Og) was added to a mixture of preliminarily purified N- 
(pyridylmethyl)-4-acetylamino-3-nitrobenzamide (l.OOg), acetic acid (8ml), and ethanol 
(12ml), , and then solution was stirred for seven hours at 80°C under a nitrogen environment. 
The solids were separated through filtration and the filtrate was then concentrated. Ethyl 
acetate was added to the residuum and crystals were formed. The crystals were separated 
through filtration, then dried and thus, 2-methyl-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (252) (0.57g) was obtained. 
[Physical Characteristics of the Compound (252)] 

'H-NMR (CDCI3, 8): 2.52 (3H, s), 4.59 (2H, d, J = 5.9Hz), 7.26 (1H, dd, J = 7.1 and 5.1Hz), 
7.33(lH,d,J = 7.8Hz), 7.50 (1H, d, J = 8.4Hz), 7.72 - 7.78 (2H, m), 8.08(1H, s), 8.51 
(lH,d, J = 4.8Hz), 9.04 (lH,t, J = 5.8Hz), 12.44 (lH,s). 
IR(KBr): 1641cm' 1 . 
mp: 212.0- 215.0 °C. 

< Examples 191 and 192; Syntheses of 1 -Benzenesulfonyl-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (253) and l-Benzenesulfonyl-2-methyl-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (254) > 



. Dichloromethane (10ml) and triethylamine )0.760g) were added to l-methy]-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (l.OOg). Furthermore, benzenesulfonyl chloride 
(0.994g) was dripped into the solution. After stirring for three hours, the reaction solution 
•was washed with water three times, and once more washed with a sodium hydrogencarbonate 
aqueous solution. An organic layer was concentrated under reduced pressure, purified 
through silica gel column chromatography (eluate: ethyl acetate/ethanol = 9/1) and thus, 
1 ,3Sg of a mixture of l-benzenesulfonyl-2-methyl-6-[(2- 

pyridylmethyl)carbamoyl]benzimidazole and 1 -benzenesulfonyl-2-methyl-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole was obtained. Further, this mixture was purified 
through medium pressure silica gel column chromatography (eluate: ethyl acetate/methanol 
= 100/3) and thus, 0.550g of oily l-benzenesulfonyl-2-MethyI-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (253) and 0.540g of oily 1 -benzenesulfonyI-2- 
Methyl-5-[(2-pyridylmethyl)carbamoyl]benzimidazole (254) were obtained. The oily 
materials were dissolved using methylene chloride (1.5ml), and then crystallized by adding 
diethyl ether. 

[Physical Characteristics of the Compound (253)] 

'H-NMR (CDCI 3 , 5): 2.84 (3H, s), 4.81 (2H, d, J - 4.8Hz), 7.24 (1H, dd, J = 5.1 and 7.3Hz), 
7.37 (lH,d, J = 7.7Hz), 7.53 (2H, dd, J = 7.9 and 7.5Hz), 7.63 - 7.74 (2H, m), 7.85 (1H, 
dd, J = 8.4 and 1.2Hz), 7.97 (2H, dd, J - 9.6 and UHz), 8.58 - 8.61 (2H, m). 
IR(KBr): 1636 cm -1 . 
mp: 163.4- 164.3 °C. 

[Physical Characteristics of the Compound (254)] 

'H-NMR (CDC1 3 , 5): 2.83 (3H, s), 4.78 (2H, d, J = 4.7Hz), 7.23 (1H, dd, J = 4.9 and 8.6Hz), 
7.34 (lH,d, J = 7.9Hz), 7.53 (2H, dd, J = 7.5 and 8.4Hz), 7.64 - 7.75 (3H, m), 7.91-7.96 
(3H.ni), 8.10 (lH,d,J = 9.1Hz), 8.14 (1H, d, J = 1.3Hz), 8.56 (1H, dd, J = 4.9 and 1 .0Hz). 
IR(KBr): 1657 cm" 1 . 
mp: 88.3- 91.3 °C. 

< Examples 193 and 194; Syntheses of 2-Methyl-l-(4-nitrobenzyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (255) and 2-Methyl-l-(4-nitrobenzyl)-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (256) > 

N,N-dimethylformamide (10ml), 4-nitrobenzyl bromide (3.24g), and sodium 
hydrogencarbonate (2.52g) were added to 2-methyl-5-[(2- 

pyridylmethyl)carbamoyl]benzimida2ole (3.56g), and the solution was heated for two hours 
at 80°C. Chloroform and water were added to the reaction solution and layers were 
separated. After the organic layer was concentrated under reduced pressure, it was purified 
through silica gel column chromatography (eluate: ethyl acetate/methanol = 4/1), and a 
mixture of 2-methyl-l-(4-m^robenzyI)-6-[(2-pyri and 2- ~ 

methyl- l-(4-nitrobenzyl)-5-[(2-pyridylmethyl)carbamoyl]benzimidazole was obtained. 
Further, the position isomers in this mixture were separated through medium pressure silica 



gel column chromatography (eluate: ethyl acetate/methanol = 85/15). Each was 
recrystallized in a mixed solvent of chloroform and diethylether, and thus, 1.37g of 2-methyl- 
l-(4-nitrobenzyl)-6-[(2-pyridylmethyI)carbamoyl]benzimidazole (255) and 1.1 9g of 2- 
methy]-l-(4-nitrobenzyl)-5-[(2-pyridyImethyl)carbamoyl]benzimidazole (256) were obtained. 
[Physical Characteristics of the Compound (255)] 

'H-NMR (CDC1 3 , 5): 2.59 (3H, s), 4.77 (2H, d, J = 4.SHz), 5.48 (2H, s), 7.09 (2H, d, J = 
S.7Hz), 7.22 (IH.dd, J = 7.2 and 4.9Hz), 7.33 (1H, d, J = 7.8Hz), 7.66 - 7.70 (2H, m), 
7.73 (lH,dd, J = 8.4 and 1.5Hz), 7.78 (1H, d, J = 8.4Hz), 7.91 (1H, d, J = 1.2Hz), 8.15- 
8.19 (2H,m), 8.56 (lH,d, J = 4.6Hz). 
IR(KBr): 1652 cm' 1 . 
mp: 116.1-119.1 °C. 

[Physical Characteristics of the Compound (256)] 

'H-NMR (CDC1 3 , 5): 2.59 (3H, s), 4.79 (2H, d, J = 4.8Hz), 5.46 (2H, s), 7.17 - 7.24 (4H, 
m), 7.35 (lH,d, J = 7.8Hz), 7.69 (2H, dt, J = 7.6 and 1.7Hz), 7.83 (1H, d, J = 8.4Hz), 8.19 
(2H, d, J = 8.6Hz), 8.26 (1H, d, J = 1.3Hz), 8.57 (1H, d, J = 4.8Hz). 
IR(KBr): 1634 cm* 1 . 
mp: 203.7-206.3 °C. 

< Examples 195 and 196; Syntheses of 2-Methyl-l-(2-phenyIethyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (257) and 2-Methyl-l-(2-phenylethyl)-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazoIe (258) > 

By using the method of Examples 193 and 194, 2-methyl-l-(2-phenyIethyl)-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (257) (0.30g) and 2-methyl-l-(2-phenylethyl)-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (258) (0.23g) were obtained from 2-methyl-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (2.00g) and phenethyl iodide (15.0g). 
[Physical Characteristics of the Compound (257)] 

1 H-NMR(CDCl 3 ,6):2.17(3H,s), 3.10 (2H, t, J = 6.8Hz), 4.35 (2H, t, J = 6.8Hz), 4.82 
(2H,d,J=M.8Hz), 6.92- 6.97 (2H,m), 7.21 - 7.28 (4H, m), 7.38 (1H, d, J = 7.8Hz), 7.78 
(lH,d,J = 7.8Hz), 7.78(lH,brt), 7.68 - 7.73 (3H, m), 7.98 (1H, d, J = 0.9Hz), 8.60 (1H, 
dd, J=1.0and4.9Hz). 
IR(neat): 1633 cm -1 . 
Liquid. 

[Physical Characteristics of the Compound (258)] 

1 H-NMR(CDCl 3> 6):2.19(3H,s), 3.08 (2H, t, J = 6.8Hz), 4.35 (2H, t, J = 6.8Hz), 4.81 
(2H,d,J = 4.8Hz), 6.91- 6.96 (2H, m), 7.19 - 7.26 (4H, m), 7.31 (1H, d, J = 8.4Hz), 7.36 
(lH,d,J«7.8Hz), 7.64- 7.73 (2H,m), 7.85 (1H, dd, J = 1.7 and 8.4Hz), 8.19(lH,d,J = 
1.3Hz), 8.58 (1H, d, J = 4.0Hz). 
IR(neat): 1643 cm' 1 . 
Liquid. 



< Examples 197 and 19S; Syntheses of l-(2,4-Difluorobenzyl)-2-mcthyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (259) and 1 -(2 t 4-Difluorobenzyl)-2-methyl-5-[(2- 
p>Tidylmethyl)carbamoyl]benzimidazole (260) > 

By using the method of Examples 193 and 194, l-(2,4-difluorobenzyl)-2-melhyl-6- 
[(2-p}Tidylmethyl)carbamoyl]benzimidazole (259) (0.25g) and l-(2,4-difluorobenzyl)-2- 
methyl-5-[(2-pyridylmethyl)carbamoyl]benzimidazole (260) (0.25g) were obtained from 2- 
methyl-5-[(2-pyridylmemyI)carbanioyl]benzimidazole (l.OOg) and 2,4-difluorobenzyl 
bromide (l.Og). 

[Physical Characteristics of the Compound (259)] 

'H-NMR (CDC1 3 , 5): 2.62 (3H, s), 4.78 (2H, d, J = 4.7Hz), 5.38 (2H, s), 6.73 - 6.79 (2H, 
m), 6.88 (lH,t, J=10.0Hz), 7.24 (1H, dd, J = 7.3 and 5.1Hz), 7.35(1H, d, J = 7.8Hz), 7.67 
- 7.76 (4H, m), 7.97 (lH,s), 8.58 (1H, d, J = 4.4Hz). 
IR(KBr): 1642 cm* 1 . 
mp: 98.0- 104.0 °C. 

[Physical Characteristics of the Compound (260)] 

1 H-NMR (CDC1 3> 5): 2.62 (3H, s), 4.79 (2H, d, J = 4.7Hz), 5.35 (2H, s), 6.72 - 6.81 (2H, 
m), 6.89 (lH,t, J = 9.8Hz), 7.22 (1H, t, J = 6.2Hz), 7.28 (1H, d, J = 8.4Hz), 7.34(lH,d,J 
= 7.8Hz), 7.63- 7.71 (2H, m), 7.83 (1H, d, J = 8.4Hz), 7.97 (1H, s), 8.57 (1H, d, J = 4.7Hz). 
IR(KBr): 1647 cm* 1 . 
mp: 143.5- 144.0 °C. 

< Examples 199 and 200; Syntheses of l-(4-Aminobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (261) and l-(4-Aminobenzyl)-2-methyl-5-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (262) > 

Methanol (30ml) and 5% palladium/carbon (0.20g) were added to a mixture (2.32g) 
of 2-methyl-l-(4-m^obenz> , l)-6-[(2-pyridylmethyl)carbamoyl]benzimidazole and 2-methyl- 
1 -(4-nitrobenzyl)- 5-[(2-pyridylmethyl)carbamoyl]benzimidazole, and the solution was 
stirred at room temperature under a nitrogen environment until the raw materials dissolved. 
Solid materials were separated through filtration. The filtrate was concentrated and a 
residuum was obtained. The residuum was purified through medium pressure silica gel 
column chromatography (eluate: ethyl acetate/methanol = 85/15), and l-(4-aminobenzyl)-2- 
memyl-6-[(2-pyridylmethyl)carbamoyl]berizimidazole and l-(4-aminobenzyl)-2-methyl-5- 
[(2-pyridylmethyl)carbamoyl]benzimidazole were separated. These materials were 
crystallized in mixed solvents of chloroform and diethylether. The crystals were separated 
through filtration, dried and thus, l-(4-aminobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (261) (0.354g) and l-(4-aminobenzyl)-2-methyl-5- 
[(2-pyridylmemyl)carbamoyl]benzimidazole (262) (0.330g) were obtained. 
[Physical Characteristics of the Compound (26 1 )] 

1 H-NMR (CDCb, 5): 3.00 (3H, s), 4.98 (2H, s), 5.88 (2H, s), 7.55 (2H, d, J = 8.6Hz), 7.69 
(2H, d, J = 8.6Hz), 7.90 (1H, d, J = 8.6Hz), 7.96 (1H, dt, J = 7.1 and 0.6Hz), 8.12 (1H, J = 



8.0Hz), 8.1 S (1H, dd, J = S.5 and 1.4Hz), 8.55 (1H, dt, J = 8.0 and 1.7Hz), .S.62 (1H, d, J = 
1.1 Hz), S.77(lH,dd, J = 5.9 and 1.1Hz). 
IR(KBr): 1643 cm-'. 
mp: 1S0.0- 1S1.0°C. 

[Physical Characteristics of the Compound (262)] 

'H-NMRCCDCM): 3.00 (3H,s), 5.01 (2H, s), 5.83 (2H, s), 7.47 (2H, d, J = 8.5Hz), 7.78 
(2H,d,J = S.5Hz), 7.78 (lH,d, J « 8.9Hz), 7.97 (1H, dt, J = 7.2 and 0.7Hz), 8.13 (1H, J = 
8.1Hz), 8.15 (lH,d, J = 8.9Hz), 8.51 (lH,s), 8.55 (1H, dt, J = 7.9 and 1.6Hz), 8.77 (lH.d, 
J = 5.8Hz). 

IR(KBr): 1639,1612 cm* 1 . 
mp: 168.0- 171.0 °C. 

< Example 201 ; Synthesis of l-[4-(Benzenesulfonylamino)benzyl]-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (263) > 

Triethylamine (0.1 85g) and benzenesulfonyl chloride (0.2 lOg) were added to a 
chloroform (10ml) solution of l-(4-aminobenzyl)-2-methyl-6-[(2- 
pyridylmethyl)carbamoyl]benzimidazole (0.340g), and the solution was stirred for eight 
hours at room temperature. Water was added and the reaction was halted. A chloroform 
extraction was performed. An organic layer was washed with water (three times), and dried. 
After concentration, the residuum was purified through silica gel column chromatography 
(eluate: ethyl acetate/methanol = 100/0-4/1), and thus, 0.300g of l-[4- 

(berizenesulfonylamino)benzyI]-2-methyl-64(2-pyridylmethyl)carbamoyl]benzimidazole 
(263) was obtained. 

[Physical Characteristics of the Compound (263)] 

] H-NMR(CDCI 3 ,5): 2.53 (3H, s), 4.78 (2H, d, J = 4.8Hz), 5.28 (2H, s), 6.90(2H,t,J = 
8.6Hz) } 6.99 (2H, d, J = 8.5Hz), 7.11 (lH,s), 7.23 (1H, dd, J = 5.5 and 7.2Hz), 7.34 (1H, d, 
J = 7.7Hz), 7.40 (2H, t, J = 8.1Hz), 7.50 (1H, t, J = 7.5Hz), 7.66 - 7.74 (6H, m), 7.92 (1H, 
s), 8.56 (lH s d, J = 4.8Hz). 
IR(KBr): 1642 cm* 1 . 
mp: 204.4 -206.5°C. 

< Example 202; Synthesis of 6-Benzenesulfonylaminomethyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (264) > 

60% sodium hydride (0.127g) was added to an N,N-dimethylformamide (5ml) 
solution of benzenesulfoamide (0.667g) at room temperature, and the solution was stirred for 
one hour. Furthermore, l-(2-chlorobenzyl)-6-chloromethyl-2-methylbenzimidazole 
hydrochloride (0.648g) was added, and the solution was stirred for 1 8 hours at room 
temperature. Water was added to the solution and the reaction was halted. The solvent was ~ 
removed under reduced pressure. Water and ethyl acetate were added to the residuum and 
extraction was performed. An organic layer was concentrated and purification was 



performed through silica gel column chromatography (eluate: ethyl acetate), and thus, 0.240g 
of 6-benzenesulfonylaminomethyl-l-(2-chlorobenz) l)-2-melhylbenzimida2ole (264) was 
obtained. 

[Physical Characteristics of the Compound (264)] 

■H-NMRCDMSO-d^): 2.42 (3H, s), 4.02 (2H, m), 4.02 (2H, m), 5.44 (2H, s), 6.36 (1H, 
d, J = 7.7Hz), 7.03 (1H, d, J = S.4Hz), 7.18 (lH,s), 7.21 (1H, t), 7.33 (1H. t), 7.59-7.43 
(5H,m), 7.73 (2H, d, J = 7.5Hz), S.08 (1H, s). 
IR(KBr): 1522 cm" 1 . 
mp: 164.5 - 167.0°C. 

< Example 203; Synthesis of l-(Biphenyl-4-ylmethyl)-2-methyl-6-[(2- 
pyridylmethyl)aminomethyl]benzimidazole (265) > 

To an N f N-dimethylformamide (3ml) solution of l-(biphenyl-4-ylmethyl)-6- 
chIoromethyl-2-methylbenzimidazole (0.597g) and potassium carbonate (0.350g), 2- 
aminomethylpyridine (0.372g) was added and the solution was stirred for two hours at 60°C. 
Water and ethyl acetate were added and extraction was performed. An organic layer was 
washed with water (twice). The solvent was removed under reduced pressure and a residuum 
was obtained. The residuum was purified through silica gel column chromatography (eluate: 
chloroform/methanol = 9/1). Recrystallization was performed in a mixture solvent of ethyl 
acetate and hexane and thus, 0.3 OOg of l-(biphenyl-4-yImethyl)-2-methyl-6-[(2- 
pyridylmethyl)aminomethyl]benzimidazole (265) was obtained. 
[Physical Characteristics of the Compound (265)] 

'H-NMR (CDCI3, 5): 2.57 (3H,s), 3.91 (2H, s), 3.93 (2H, s), 5.35 (2H, s), 7.08-7.14 
(3H, m), 7.23 (2H, d, J = 7.3Hz), 7.30 - 7.35 (2H, m) 7.41 (2H, t), 7.50 - 7.55 (4H, m), 
7.57 (1H, dt, J = 1.8 and 7.6Hz), 7.68 (1H, d, J = 8.1Hz), 8.53 (1H, d, J - 4.9Hz). 
IR(KBr): 1618 cm' 1 . 
mp: 104.5 - 106.0°C. 

< Example 204; Synthesis of N-Benzenesulfonyl-3-[l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-yl]propionamide (266) > 

To an ethanol (150ml) solution of N-benzenesulfonyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole-6-acrylamide (0.607g), 5% palladium/carbon (0.500g) was added, and 
the solution was stirred for 43 hours at room temperature under a hydrogen environment. 
Solid materials were separated through filtration. The filtrate was concentrated and then 
dissolved in a mixture solution of 20% potassium hydrogencarbonate aqueous solution and 
methanol. The solution's acidity was adjusted to pH 5 - 6 with 10% hydrochloric acid. 
Precipitated crystals were separated through filtration and thus, N-benzenesulfonyl-3-[l-(2- 
chlorobenzyl)-2-methylbenzimidazole-6-yl]propionamide (266) (0.25 Og) was obtained. 
[Physical Characteristics of the Compound (266)] 

'H-NMR (DMSO-d6, 8): 2.45 (3H, s), 2.52 (2H, t), 2.78 (2H S t), 5.37 (2H, s), 6.88 (1H, d, 



J = S.4Hz) t 7.0S (2H, d, J = 7.4Hz), 7.22 - 7.34 (3H, m) 7.36 (1H, t, J = 8.1 Hz), 7.55 (2H, 
0, 7.67 (lH.t), 7.S4 (2H. d, J = 7.6Hz), 12.04 (1H, brs). 
IR(KBr): 1715 cm' 1 . ■ 
Mass(FAB): m/e46S(M+l) 
mp: 229.S-233.0°C. 

< Example 205; Synthesis of 6-Benzenesulfonylcarbamoyl-2-methyl-l-[4-(l,2,3-thiadiazoIe- 
4-yl)benzyl]benzimidazole (267) > 

By using the method of Example 183, 6-benzenesulfonylcarbamoyl-2-methyI-l-[4- 
(l,2,3-thiadiazole-4-yI)benzyl]benzimidazole (267) (0.279g) was obtained from N- 
benzenesulfonyl-4-acetylamino-3-[4-(l ) 2,3-thadiazoIe-4-yl)benzylamino]benzimidazole 
(0.3S2g). 

[Physical Characteristics of the Compound (267)] 

] H-NMR (DMSO-d6, 5): 2.56 (3H, s), 5.62 (2H, s), 7.28 (2H, d, J = 8.2Hz), 7.58-7.63 
(3H, m), 7.67 (1H, t, J = 7.3Hz), 7.74 (1H, dd, J = 8.5 and 1.2Hz), 7.99 (2H, dd, J = 8.4 and 
1.2Hz) 8.10(2H,d,J = S.2Hz), 8.19 (lH,s), 9.58 (1H, s), 12.47 (lH,s). 
IR(KBr): 1617, 1556 cm- 1 . 

mp: 258.5 - 260.0°C (accompanied by decomposition). 

< Example 206; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(S- 
quinolinesulfonylcarbamoyl)benzimidazole Sodium Salt (268) > 

By using the method of Example 141, l-(2-chlorobenzyl)-2-methyl-6-(8- 
quinolinesulfonylcarbamoyl)benzimidazole sodium salt (268) (0.400g) was obtained from 6- 
carboxy-l-(2-chlorobenzyI)-2-methylbenzimidazole (0.450g), N,N'-carbonyldiimidazole 
(0.485g), 8-quinolinesulfonamide (0.625g) and diazabicycloundecene (0.457g). 
[Physical Characteristics of the Compound (268)] 

'H-NMR (DMSO-d6, 6): 2.42 (3H, s), 5.48 (2H, s), 6.32 (1H, d, J = 7.7Hz), 7.17(lH,t,J 

= 7.5Hz), 7.30 (lH,t, J = 7.7Hz), 7.42 (1H, d, J = 8.4Hz), 7.48 (1H, dd, J = 4.2 and 8.2Hz) 

7.53 (1H, d, J = 8.0Hz), 7.64 (1H, t, J = 7.7Hz), 7.79 (1H, d, J - 8.5Hz), 7.88 (1H, s), 8.04 

(1H, d, J = 8.1Hz), 8.33 - 8.37 (2H, m), 8.85 (1H, dd). 

ER(KBr): 1594 cm* 1 . 

Mass(FAB): m/e 513(M+1). 

mp: 348 - 352°C (accompanied by decomposition). 

< Example 207; Synthesis of 6-(4-t-Butylbenzenesulfonylcarbamoyl)-l-(2-chlorobenzyl)-2- 
methylbenzimidazole Sodium Salt (269) > 

By using the method of Example 141, 6-(4-t-butylbenzenesulfonylcarbamoyl)-l-(2- 
chlorobenzyl)-2-methylbenzimidazole sodium salt (269) (0.280g) was obtained from 6- ~ 
carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (0.450g), N,N'-carbonyldiimidazole 
(0.486g), 2-t-benzenesulfonamide (0.640g) and diazabicycloundecene (0.657g). 



[Physical Characteristics of the Compound (269)] 

■H-NMR(DN4SO-d6,5): 1.25 (9H, s), 2.46 (3H, s), 5.51(2H,'s), 6.37 (1H ; d, J = 7.7Hz), 
7.1S(lH,t), 7.31 (lH,t), 7.34 (2H, d, J = S.4Hz), 7.44 (1H, d, J = S.4Hz), 7.54(lH,d,J = 
8.0Hz), 7.69 (2H, d, J - S.5Hz), 7.78 - 7.S2 (2H, m). 
IR(KBr): 1596 cm" 1 . 
Mass(FAB): m/e518(M+l). 
mp: 359.5 - 362°C. 

< Example 208; Synthesis of 6-Benzenesulfonylcarbamoyl-2-methyl-l-[4- 
(trifluoromethyl)benzyl]benzimidazole (270) > 

By using the method of Production Example 32, preliminarily purified N- 
beri2enesulfonyl-4-acet3 / lamino-3-[4-(trifluoromethyl)benzylamino]benzamide (0.30g) was 
obtained from N-benzenesulfonyl-4-acetylamino-3-aminobenzamide (0.50g) and 4- 
(trifluoromethyl)benzyl bromide (0.4 1 Sg). This was dissolved in methanol. When it was left 
undisturbed crystals precipitated. The crystals were separated through filtration, dried and 
thus, 6-benzenesulfonylcarbamoyl-2-methyl- 1 -[4-(trifluoromethyl)benzyl]benzimida2ole 

(270) (0.1 60g) was obtained. 

[Physical Characteristics of the Compound (270)] 

] H-NMR(DMSO-d6,5): 2.51 (3H, s), 5.66 (2H, s), 7.28 (2H, d, J = 8.1Hz), 7.59-7.65 
(3H,m), 7.67- 7.75 (4H, m), 7.99 (2H, d, J = 7.5Hz), 8.14 (1H, d, J = 1.0Hz), 12.43 (1H, 
s). 

IR(KBr): 1618,1550 cm -1 . 
mp: 278.5 -280.0°C. 

< Example 209; Synthesis of 2-Beiizyl-6-carboxy-l-methylbenzimidazole Hydrochloride 

(271) > 

To an ethanol (4ml) solution of 2-benzyl-6-ethoxycarbonyl-l-methylbenzimidazole 
(0.340g), 5% sodium hydroxide aqueous solution (2.8g) was added, and the solution was 
refluxed by heating for 1.5 hours. The solution was made acidic using IN hydrochloric acid 
and concentrated under reduced pressure. Ethanol was added to the residuum and organic 
materials were extracted. The ethanol was removed under reduced pressure and thus, 2- 
benzyl-6-carboxy-l-methylbenzimidazole hydrochloride (271) (0.3 OOg) was obtained. 
[Physical Characteristics of the Compound (271)] 

] H-NMR (DMSO-d6, 6): 4.00 (3H, s), 4.62 (2H, s), 7.33 (1H, m), 7.35 - 7.45 (4H, m), 
7.83 (1H, d, J = 8.4Hz), 8.06 (1H, d, J = 8.4Hz), 8.42 (1H, s), 13.3 (1H, br s). 

< Example 210; Synthesis of 5-Benzenesulfonylcarbamoyl-2-methylbenzimidazole (272) > 

A mixture of N-benzenesulfonyl-4-acetylamino-3-aminobenzamide (0.500g), 35% ~ 
hydrochloric acid (3.9g), methanol (15ml), and water (12ml) was stirred for one hour at 
60°C. The solution was neutralized with a potassium hydrogencarbonate aqueous solution. 



Precipitated crystals were separated through filtration, dried, and thus, 5- 
bcn2enesulfonylcarbamoyl-2-methyIbenzimida2ole (272) (0.404g) was obtained. 
[Physical Characteristics of the Compound (272)] 

'H-NMR(DMSO-d6,5): 2.79 (3H, s), 7.64 - 7.68 (2H, m), 7.72 - 7.76 (1H, m), 7.S1 (1H, 
d,J = S.7Hz), 7.94(lH,dd,J = 1.6andS.7Hz), 8.02 - 8.05 (2H, m), 8.30 (lH.s). 
IR(KBr): 1701 cm* 1 , 
mp: 223.0 -227.5°C. 

< Production Example 45; Production of 3-Methoxyacetylamino-4-nitro-ethylbenzoate > 

By using the method of Production Example 12, 3-methoxyacetylamino-4-nit.ro- 
ethylbenzoate (18.7g) was obtained from 3-amino-4-nitro-ethylbenzoate (15.0g) and 
methoxyacetyl chloride (15. Og). 
[Physical Characteristics of Compound] 

] H-NMR (CDCI 3 , 5): 1.42 (3H, t, J = 7.2Hz), 3.58 (3H, s), 4.1 1 (2H, s), 4.43 (2H, q, J = 
7.2Hz), 7.85 (lH,dd,J= 1.6 and 8.7Hz), 8.27 (1H, d, J = 8.7Hz), 9.44 (1H, d, J = I.6H2), 
11.15(lH,s). 

< Example 211; Synthesis of l-(Biphenyl-4-y!m ethyl)- 6-ethoxycarbonyl-2- 
methoxymethylbenzimidazole (273) > 

By using the method of Production Example 14, preliminarily purified 3-[N- 
(biphenyl-4-ylmethyl)methoxyacetylamino]-4-nitro-ethylbenzoate (2.02g) was obtained from 
3-methoxyacetylamino-4-nitro-ethylbenzoate (2.00g) and 4-biphenylm ethyl bromide (2.98g). 
Subsequently, by using the method of Example 24, preliminarily purified 1 -(biphenyl-4- 
ylmethyl)-6-ethoxycarbonyl-2-methoxymethylben2imidazole (273) (1.44g) was obtained. 

< Example 212; Synthesis of l-(Biphenyl-4-ylmethyI)-6-carboxy-2- 
methoxymethylbenzimidazole (274) > 

By using the method of Example 53, l-(biphenyl-4-ylmethyl)-6-carboxy-2- 
methoxymethylbenzimidazole (274) (0.864g) was obtained from the preliminarily purified 1- 
(biphenyl-4-ylmethyl)-6-ethoxycarbonyl-2-methoxymethylbenzimidazole ( 1 .44g). 
[Physical Characteristics of the Compound (274)] 

] H-NMR (DMSO-d6, 8): 3.35 (3H, s), 4.77 (2H. s), 5.68 (2H, s), 7.25 (2H, d, J - 8.3Hz), 
7.35 (lH.t, J = 7.4Hz), 7.44 (2H, t, J = 7.5Hz), 7.61 - 7.66 (4H, m), 7.74(lH,d,J = 
8.6Hz), 7.83(lH,dd,J=1.6and8.5Hz), 8.08 (1H, d, J = 1.2Hz), 12.83 (1H, s). 

< Example 213; Synthesis of l-(Biphenyl-4-ylmethyl)-6-(butanesulfonylcarbamoyl)-2- 
methoxymethylbenzimidazole (275) > 

By using the method of Example 98, l-(biphenyl-4-ylmethyl)-6- 
(butanesulfonylcarbamoyl)-2-methoxymethylbenzimidazole (275) (0.429g) was obtained 
from l-(biphenyl-4-ylmethyl)-6-carboxy-2-methoxymethylbenzimida2ole (0.400g), N,N'- 



carbonyldiimidazolc (0.34Sg), 1-butanesulfonamide (0.294g) and diazabicycloundccene 
(0.327g). 

[Physical Characteristics of the Compound (275)] 

1 H-NMR (DMSO-d6, 5): 0.S4 (3H, t, J = 7.4Hz), 1.35 - 1.42 (2H. m), 1.62 - 1.70 (2H, m), 
3.33(3H,s), 3.51 (2H,t, J = 7.6Hz), 4.74 (2H, s), 5.65 (2H, s), 7.26 (2H ; d, J = 8.3Hz), 
7.35(lH,-t,J = 7.3Hz), 7.44 (2H, t, J = 7.5Hz), 7.62 - 7.67 (4H, m), 7.7S(lH,d,J = 
8.6Hz), 7.84(lH,dd 1 J = 1.5and8.4Hz), S.24 (1H, d, J = 1.5Hz), 12.01 (lH.s). 
IR(KBr): 1684 cm" 1 , 
mp: 176.0- 178.5°C. 

< Example 214; Synthesis of l-(4-Benzyloxybenzyl)-6-ethoxycarbonyl-2- 
methoxymethylbenzimidazole (276) > 

By using the method of Production Example 14, preliminarily purified 3-[N-(4- 
benzyloxybenzyl)methoxyacetylamino]-4-nitro-ethylbenzoate (2.14g) was obtained from 3- 
methoxyacetylamino-4-nitro-ethyIbenzoate (2.00g) and 4-benzyloxybenzyl chloride (3.30g). 
Subsequently, by using the method of Example 24, preliminarily purified l-(4- 
benzyloxybenzyl)-6-ethoxycarbonyl-2-methoxymethylbenzimidazole (276) (1.66g) was 
obtained. 

< Example 215; Synthesis of l-(4-Benzyloxybenzyl)-6-carboxy-2- 
methoxymethylbenzimidazole (277) > 

By using the method of Example 53, l-(4-benzyloxybenzyl)-6-carboxy-2- 
methoxymethylbenzimidazole (277) (2.64g) was obtained from the preliminarily purified 1- 
(4-benzyloxybenzyl)-6-ethoxycarbonyl-2 -methoxymethylbenzimidazole (3.75g). 
[Physical Characteristics of the Compound (277)] 

] H-NMR(DMSO-d6,8): 3.34 (3H,s), 4.74 (2H. sj, 5.05 (2H, s), 5.53 (2H, s), 6.97 (2H, d, 
J = S.7Hz), 7.15 (2H,d, J = 8.7Hz), 7.31 (1H, t, J = 7.2Hz), 7.41 (2H, d, J = 7.2Hz), 7.71 
(1H, d, J - 8.4Hz), 7.81(lH,dd,J=1.5and7.4Hz), 8.04 (1H, d, J = 1.1Hz), 12.81 (lH,s). 

< Example 216; Synthesis of l-(4-Benzyloxybenzyl)-6-(l-butanesulfonylcarbamoyl)-2- 
methoxymethylbenzimidazole (278) > 

By using the method of Example 155, l-(4-benzyloxybenzyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methoxymethylbenzimidazole (278) (0.321 g) was obtained from 
1 -(4-benzyloxybenzyl)-6-carboxy-2-metlioxymethylbenzimidazole (0.400g), N,N'- 
carbonyldiimidazole (0.322g), 1-butanesulfonamide (0.272g) and diazabicycloundecene 
(0.302g). 

[Physical Characteristics of the Compound (278)] 

! H-NMR pMSO-d6, 5): 0.86 (3H, t, J = 7.4Hz), 1.37 - 1.44 (2H. m), 1.65 - 1.71 (2H, m),~ 
3.32 (3H, s), 3.52 (2H, t, J - 7.6Hz), 4.71 (2H, s), 5.05 (2H, s), 5.51 (2H, s), 6.98 (2H, d, J 
= 8.7Hz), 7.15 (2H, d, J = 8.3Hz), 7.31 (1H, t, J = 7.2Hz), 7.37 (2H, t, J = 7.2Hz), 7.41 



(2H, d, J = 7.1Hz), 7.74, (1H, d, J = S.5Hz), 7.S2 (1H, dd, J = 1 .5 and S.5Hz), S.21 (1H, s), 
11.9S(lH,s). 
IR(KBr): 1685cm" 1 . 
inp: 72.0-74.0°C. 

< Example 217; Synthesis of l-(2,4-Dichlorobenzy])-6-ethoxycarbonyl-2- 
methoxymethylbenzimidazole (279) > 

By using the method of Production Example 14, preliminarily purified 3-[N-(2,4- 
dichlorobenzyl)methoxyacetyIamino]-4-nitro-ethylbenzoate was obtained from 3- 
methoxyacetylaniino-4-nitro-ethylbenzoate (2.00g) and 2,4-dichlorobenzyl chloride (2.0Sg). 
Subsequently, by using the method of Example 24, preliminarily purified l-(2,4- 

dichIorobenzyI)-6-ethoxycarbonyl-2-methox>anethylbenzimidazole (279) (3.15g) was 
obtained. 

< Example 218; Synthesis of 6-Carboxy-l-(2,4-dichlorobenzyl)-2- 
methoxymethylbenzimidazole (280) > 

By using the method of Example 53, 6-carboxy-l-(2,4-dichlorobenzyI)-2- 
methoxymethylbenzimidazole (280) (1.46g) was obtained from the preliminarily purified 1- 
(2,4-dichIorobenzyl)-6-ethoxycarbonyl-2-methoxymethylbenzimidazole (3. 1 5g). 
[Physical Characteristics of the Compound (280)] 

] H-NMR(DMSO-d6,6): 3.23 (3H, s), 4.70 (2H. s), 5.68 (2H, s), 6.54 (1H, d, J = 8.5Hz), 
7.31 (lH,dd,J = 2.2 and 8.5Hz), 7.73 (1H, d, J = 2.1Hz), 7.76 (1H, d, J = 8.5Hz), 7.86 (1H, 
dd, J = 1.5 and 8.5Hz), 8.00 (1H, d, J = 1.1Hz), 12.85 (1H, s). 

< Example 219; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
methoxymethylbenzimidazole (281) > 

By using the method of Example 98, 6-(l-butanesulfonylcarbamoyl)-l-(2,4- 
dichlorobenzyl)-2-methoxymethyIbenzimidazole (281) (0.43 Og) was obtained from 6- 
carboxy-l-(2,4-dichlorobenzyl)-2-methoxymethylbenzimidazole (0.400g), N,N'- 
carbonyldiimidazole (0.355g), 1-butanesulfonamide (0.300g) and diazabicycloundecene 
(0.333g). 

[Physical Characteristics of the Compound (281)] 

'H-NMR (DMSO-d6, 5): 0.85 (3H, t, J = 7.3Hz), 1.37 - 1.42 (2H. m), 1.63 - 1.69 (2H, m), 
3.21 (3H,s), 3.51 (2H,t, J = 7.6Hz), 4.68 (2H, s), 5.65 (2H, s), 6.46 (1H, d, J = 8.5Hz), 
7.31(lH,dd,J = 2.0and8.4Hz), 7.75 (1H, d, J = 2.1Hz), 7.80 (1H, d, J-8.5Hz), 7.86 (1H, 
dd, J =1.7 and 8.6Hz), 8.14 (1H, d, J = 1.2Hz), 12.00 (lH,s). 
IR(KBr): 1694cm -1 . 
mp: 168.5 - 170.5°C. 

< Example 220; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-(l-propanesulfonylcarbamoyl) 



benzimidazole (2S2) > 

By using the method of Example 9S, l-(2-chlorobenzyI)-2-methyl-6-(l- 
propanesulfonylcarbamoyl)benzimidazole (2S2) (0.459g) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.400g), l^N'-carbonyldiimidazole (0.43 1 g), 1- 
propanesulfonamide (0.32Sg) and diazabicycloundecene (0.404g). 
[Physical Characteristics of the Compound (2S2)] 

■H-NMR (DMSO-d6, 5): 0.98 (3H, t, J = 7.4Hz), 1.67- 1.75 (2H. m), 2.50 (3H, s), 3.49 
(2H, t, J = 7.7Hz), 5.61 (2H, s), 6.45 (1H, d, J = 7.0Hz), 7.24 (1H, dt, J = 0.3 and 7.8Hz), 
7.35 (1H, dt, J = 1.4 and 7.4Hz), 7.63 (1H, dd, J = 0.9 and 7.9Hz), 7.69 (1H, d, J = 8.5Hz), 
7.81 (lH,dd, J = 1.6 and 8.5Hz), 8.12 (1H, d, J = 1.6Hz), 11.90(lH,s). 
IR(KBr): 1676cm* 1 . 
mp: 217.5 -218.5°C. 

< Example 221; Synthesis of 6-Ethanesulfonylcarbamoyl-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (283) > 

By using the method of Example 98, 6-ethanesulfonylcarbamoyl-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (283) (0.459g) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.400g), N,N'-carbonyldiimidazole (0.43 lg), 
ethanesulfonamide (0.290g) and diazabicycloundecene (0.404g). 
[Physical Characteristics of the Compound (283)] 

1 H-NMR (DMSO-d6, 5): 1.23 (3H, t, J = 7.3Hz), 2.50 (3H. s), 3.50 (2H, q, J = 7.3Hz), 
5.61 (2H, s), 6.45 (1H, d, J = 6.7Hz), 7.24 (1H, dt, J - 0.9 and 7.5Hz), 7.35 (1H, dt, J = 1.4 
and7.5Hz), 7.58 (1H, dd, J = 1.0 and 8.0Hz), 7.69 (1H, d, J = 8.5Hz), 7.81 (1H, dd, J = 1.6 
and8.4Hz), 8.13 (1H, d, J = 1.5Hz), 11.86 (lH,s). 
IR(KBr): 1673cm' 1 . 
mp: 256.5 -258.5°C. 

< Example 222; Synthesis of 6-(Propanesultam-l-ylcarbonyl)-l-(2-chloroben2yl)-2- 
methylbenzimidazole (284) > 

By using the method of Example 98, 6-(propanesultam-l-ylcarbonyl)-l-(2- 
chlorobenzyl)-2-methylbenzimida2ole (284) (0.323 g) was obtained from 6-carboxy-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.400g), N } N'-carbonyldiimidazole (0.43 lg), l-(3- 
chloropropane)sulfonamide (0.420g) and diazabicycloundecene (0.404g). 
[Physical Characteristics of the Compound (284)] 

^-NMRCDMSO-d^S): 2.27 - 2.33 (2H, m), 2.52 (3H. s), 3.52 (2H, t, J = 7.0Hz), 3.87 
(2H, t, J = 6.6Hz), 5.59 (2H,s), 6.57 (1H, d, J = 7.7Hz), 7.23 (1H, t, J = 7.6Hz), 7.34 (1H, 
t, J = 6.4Hz), 7.53- 7.58 (2H,m), 7.67 (1H, d, J = 8.4Hz), 7.79 (1H, d, J = 1.1Hz). 
ER(KBr): 1648cm- 1 . 
mp: 165.5- 166.6°C. 



< Example 245; Synthesis of 6-Carboxy-l-[(2 , -nuorobiphenyl-4-yl)mcthyl]-2- 
methylbenzimidazole (307) > 

By using the method of Example 53, 6-carboxy-l-[(2 > -fluorobiphenyl-4-yI)methyl]- 
2-methyibenzimidazoIe (307) (1.24g) was obtained from 6-ethoxycarbonyl-l-[(2'- 
fluorobiphenyl-4-yl)methyl]-2-methyIbenzimidazole(1.50g). 
[Physical Characteristics of the Compound (307)] 

'H-NWtDMSO-dM): 2.59 (3H, s), 5.63 (2H, s), 7.19 (2H, d, J = 8.1Hz), 7.24-7.31 
(2H,m), 7.39 (lH,m), 7.46 - 7.53 (3H, m), 7.62 (1H, d, J = 8.4Hz), 7.80 (1H, dd, J = 1.3 
andS.4Hz), 8.10 (lH,s). 

< Example 246; Synthesis of 6-(l-EthanesuIfonylcarbamoyl)-l-[(2'-fluorobiphenyl-4- 
yl)methyI]-2-methyIbenzimidazole (308) > 

By using the method of Example 98, 6-(l-ethanesulfonylcarbamoyI)-l-[(2'- 
fluorobiphenyl-4-yl)methyl]-2-methylbenzimidazole (308) (0.340g) was obtained from 6- 
carboxy-l-[(2 , -fluorobiphenyl-4-yl)methyl]-2-methylbenzimidazole (0.455g), N,N*- 
carbonyldiimidazole (0.409g), 1-butanesulfonamide (0.346g) and diazabicycloundecene 
(0.384g). 

[Physical Characteristics of the Compound (308)] 

'H-NMR (DMSO-d6, 5): 0.84 (3H, t, J = 7.3Hz), 1.39 (1H, m), 1.67 (lH.ni), 2.57 (3H, s), 
3.51 (lH,t), 5.60 (2H,s), 7.21 (2H, d, J = 8.0Hz), 7.24 - 7.30 (2H, m), 7.39 (1H, m), 7.48 
(lH,t), 7.52 (2H, d, J = 8.0Hz), 7.66 (1H, d, J = 8.5Hz), 7.80 (1H, d, J = 8.5Hz), 8.25 
(lH.s), 11.93(lH,brs). 

< Production Example 50; Production of 3-Fluoro-4-methylbiphenyl > 

1.6M-n-butylIithiumhexane solution (30ml) was added to tetrahydrofuran (30ml) , 
the tetrahydrofuran was chilled to -78°C under a nitrogen environment beforehand. 
Subsequent to this addition, a tetrahydrofuran (30ml) solution of 4-bromo-2-fluorotoluene 
(9.2 lg) was added. Then, the solution was stirred for one hour at -78°C. A tetrahydrofuran 
(30ml) solution of zinc chloride (6.64g), which had been heat-dissolved and dehydrated under 
reduced pressure, was added to the solution at -78°C and the solution was stirred for one hour 
at room temperature. This solution was added to a tetrahydrofuran (30ml) solution of 
iodobenezen (6.63g) and tetrakis(triphenylphosphyne)palladium (0) (0.52g) at room 
temperature, and the solution was stirred for a day and a night. The reaction solution was 
diluted with ethyl acetate (300ml), 10% hydrochloric acid was added, and extraction was 
performed. After the organic layer was washed with a saturated saline solution and dried, it 
was concentrated. The residuum was purified using silica gel column chromatography 
(eluate: hexane) and thus, oily 3-fluoro-4-methylbiphenyl (6.00g) was obtained. 



[Physical Characteristics of Compound] 

] H-NMR(CDC1 3 ,5): 2.31 (3H, d, J = 1.8Hz), 7.20 - 7.28 (3H, m), 7.34 (1H, m), 7.43 (2H, 



performed. After the organic layer was washed with a saturated saline solution and dried, it 
was concentrated. The residuum was purified using silica gel column chromatography 
(eluate: hexane) and thus, oily 2-fluoro-4'-methylbiphenyl (6.05g) was obtained. 
[Physical Characteristics of Compound] 

l H-NMR (CDCb, 5): 2.39 (3H, s), 7.10- 7.30 (5H, m), 7.39- 7.49 (3H, m). 

< Production Example 4S; Production of 2-Fluoro-4'-bromomethylbiphenyl > 

A mixture of 2-fluoro-4'-methylbiphenyl (8.70g), N-bromosuccinimide (8.32g), 
2,2 , -azobisisobutyronitriIe (0.1 Og) and carbon tetrachloride (150ml) was refluxed by heating 
for five hours. The reaction solution was washed with water. The residuum, which was 
obtained by concentrating the organic layer, was purified using silica gel column 
chromatography (eluate: hexane/ethyl acetate = 9/1) and thus, preliminarily purified 2- 
fluoro-4'-bromomethylbiphenyl was obtained. Furthermore, crystallization using hexane 
produced 2-fluoro-4'-bromomethylbiphenyl (4.93g). 
[Physical Characteristics of Compound] 

'H-NMR (CDCI3, 5): 4.55 (2H, s), 7.13 - 7.23 (2H, m), 7.33 (1H, m), 7.43 (lH,m), 7.47 
(2H, d, J = 8.1Hz), 7.54 (2H, d, J = 8.1Hz). 

< Production Example 49; Production of 3-[N-[(2'-Fluorobiphenyl-4-yl)methyl] 
acetyl amino] -4-nitro-ethylbenzoate > 

By using the method of Production Example 14, 3-[N-[(2 , -fluorobiphenyl-4- 
yl)methyI]acetyIamino]-4-nitro-ethylbenzoate (1.90g) was obtained from 3-acetylamino-4- 
nitro-ethylbenzoate (1.54g) and 2-fluoro-4'-bromomethylbiphenyl (2.26g). 
[Physical Characteristics of Compound] 

] H-NMR(CDCi 3 ,5): 1.33 (3H, t, J = 7.1Hz), 1.92 (3H,s), 4.36 (2H, m), 4.44(lH,d,J = 
4.4Hz), 5.32 (lH,d, J = 4.4Hz), 7.13 (lH,m), 7.18 - 7.22 (3H, m), 7.31 (lH,m), 7.40 
(1H, dt, J - 1.6 and 7.7Hz), 7.44 (2H, d), 7.67 (1H, d, J = 1.6Hz), 7.94 (1H, d, J = 8.4Hz), 
8.15 (1H, dd } J=1.8 and 8.4Hz). 

< Example 244; Synthesis of 6-Ethoxycarbonyl-l-[(2 , -fluorobiphenyl-4-yl)methyl]-2- 
methylbenzimidazole (306) > 

By using the method of Example 24, 6-ethoxycarbonyl-l-[(2 , -fluorobiphenyl-4- 
yl)memyl]-2-memylberizirmdazole (306) (1.53g) was obtained from 3-[N-[(2 s - 
fluorobiphenyl-4-yl)methyl]acetylamino]-4-nitro-ethylbenzoate (1.90g). 
[Physical Characteristics of the Compound (306)] 

'H-NMR (CDCI3, 6): 1.40 (3H,t, J = 7.1Hz), 2.62 (3H, s), 4.38 (2H, q, J = 7.1Hz), 5.43 
(2H,s), 7.10- 7.17 (3H,m), 7.19 (1H, dt, J = 1.0 and 7.5Hz), 7.31 (lH,m), 7.38(lH,dt,J 
= 1.8 and 7.8Hz), 7.50 (2H, dd), 7.74 (1H, d, J = 8.5Hz), 8.00 (1H, dd, J - 1.4 and 8.4Hz), ~ 
8.06 (1H, s). 



t), 7.55 (2H,d). 



: < Production Example 51; Production of 4-Bromomethyl-3-fluorobiphenyl > 

A mixture of 3-fluoro-4-methyIbiphenyl (6.00g), N-bromosuccinimide (5.73g), 2 ; 2'- 
azobisisobutyronitrile (0.075g) and carbon tetrachloride (120ml) was refluxed by heating for 
five hours. The reaction solution was washed with water. The residuum, which was obtained 
by concentrating the organic layer, was purified using silica gel column chromatography 
(eluate: hexane/ethyl acetate = 9/1) and thus, oily 4-bromomethyl-3-fluorobiphenyl (S.30g) 
was obtained. 

[Physical Characteristics of Compound] 

'H-NMR(CDCl3,5): 4.57 (2H, s), 7.30 (1H, d, J = 1 1.0Hz), 7.34- 7.40 (2H, m), 7:45 
(3H,m), 7.56 (2H, d). 

< Production Example 52; Production of 3-[N-[(3-Fluorobiphenyl-4-yl)methyl]acetylamino]- 
4-nitro-ethylbenzoate > 

By using the method of Production Example 14, 2.68g of a preliminarily purified 
material of 3-[N-[(3-fluorobiphenyl-4-yl)methyl]acetylamino]-4-nitro-ethylbenzoate was 
obtained from 3-acetylamino-4-nitro-ethylbenzoate (1.54g) and 3-fluoro-4- 
bromomethylbiphenyl (2.26g). 

< Example 247; Synthesis of 6-Ethoxycarbonyl-l-[(3-fluorobiphenyl-4-yl)methyl]-2- 
methylbenzimidazole (309) > 

By using the method of Example 24, 6-ethoxycarbonyl-l-[(3-fluorobiphenyl-4- 
yl)methyl]-2-methylbenzimidazole (309) (1.34g) was obtained from the preliminarily 
purified material (2.68g) of 3-[N-[(3-fluorobiphenyl-4-yl)methyl]acetylamino]-4-nitro- 
ethylbenzoate. 

[Physical Characteristics of the Compound (309)] 

] H-NMR (CDCI3, 5): 1.40 (3H, t, J = 7.1Hz), 2.65 (3H, s), 4.39 (2H, q, J = 7.1Hz), 5.46 
(2H, s), 6.79 (1H, t, J = 8.0Hz), 7.25 (1H, m), 7.34 - 7.40 (2H, m), 7.41 - 7.47 (2H, m), 
7.50 - 7.54 (2H, m), 7.74 (1H, d, J = 8.5Hz), 7.99 (1H, dd, J - 1.5 and 8.4Hz), 8.07 (1H, d 5 
J = 1.3Hz). 

< Example 248; Synthesis of 6-Carboxy-l-[(3-fluorobiphenyl-4-yl)methyl]-2- 
memylbenzirnidazole (3 1 0) > 

By using the method of Example 53, 6-carboxy-l-[(3-fluorobiphenyl-4-yl)methyl]- 
2-methylbenzimidazole (310) (L15g) was obtained from 6-ethoxycarbonyl-l-[(3- 
fluorobiphenyl-4-yl)methyl]-2-methylbenzimidazole (1 .34g). 

[Physical Characteristics of the Compound (3 1 0)] ~ 
*H-NMR (DMSO-d6, 6): 2.59 (3H, s), 5.64 (2H, s), 7.03 (1H, t, J = 8.0Hz), 7.37(lH,t,J = 
7.3Hz), 7.42 - 7.48 (3H, m), 7.56 - 7.68 (4H, m), 7.79 (1H, dd, J = 1.4 and 8.4Hz), 8.11 



(lH,s), 12.7 (1H, br s). 



< Example 249; Synthesis of 6-(l -Butanesulfonylcarbamoyl)- 1 -[(3-fluorobiphenyl-4- 
yl)methyl]-2-methylbenzimidazole (31 1) > 

By using the method of Example 98, 6-( 1 -butanesulfonylcarbamoyl)- 1 -[(3- 
fluorobiphenyl-4-yl)methyl]-2-methylbenzimida2ole (311) (0.236g) was obtained from 6- 
carboxy-l-[(3-fluorobiphenyl-4-yl)methyI]-2-methyIbenzimidazole (0.390g), N,N'- 
carbonyldiimidazole (0.35 lg), 1-butanesulfonamide (0.297g) and diazabicycloundecene 
(0.329g). 

[Physical Characteristics of the Compound (311)] 

^-NMRfDMSO-d^): 0.84 (3H,t), 1.38 (2H, m), 1.65 (2H,m), 2.57 (3H, s), 3.48 (2H, 
m) } 5.63 (2H,s), 6.93 (1H, t, J = 8.1Hz), 7.37 (1H, m), 7.42 - 7.47 (3H, m), 7.60(lH,dd, 
J = 1.7 and 1 1.8Hz), 7.62 - 7.68 (3H, m), 7.80 (1H, dd, J = 1.5 and 8.4Hz), 8.21(lH,d,J = 
1.3Hz), 11.90(lH,brs). 
IR(Nujol): 1681cm -1 . 
mp: 227 - 230°C. 

< Example 250; Synthesis of l-(2-Chlorobenzyl)-6-[(2-methoxyethane)sulfonylcarbamoyl]- 
2-methylbenzimidazole (312) > 

By using the method of Example 98, l-(2-chlorobenzyl)-6-[(2- 
methoxyethane)sulfonylcarbamoyl]-2-methylbenzimidazole (312) (0.1 49g) was obtained 
from l-(biphenyl-4-ylmethyl)-6-carboxy-2-ethylbenzimidazole (0.300g), N,N'- 
carbonyldiimidazole (0.272g), (2-ethoxyethane)sulfonamide (0.258g) and 
diazabicycloundecene (0.25 6g). 
[Physical Characteristics of the Compound (312)] 

'H-NMR (DMSO-d6, 6): 0.87 (3H, t, J = 6.9Hz), 1.30 (3H, t, J = 8.0Hz), 2.89(2H,q,J = 
7.6Hz), 3.25- 3.35 (2H,m), 3.63 - 3.74 (2H, m), 5.59 (2H, s), 7.17 (2H, d, J = 8.1Hz), 
7.34 (lH,t, J = 7.0Hz), 7.44 (2H, t, J = 7.6Hz), 7.58 - 7.68 (5H, m), 7.82(lH,d,J = 
8.4Hz), 8.23 (lH,s), 11.88(lH,s). 
IR(Nujol): 1681cm' 1 . 
mp: 78-81°C. 

< Example 25 1 ; Synthesis of 1 -(2,4-Dichlorobenzyl)-2-methyl-6-(l - 
pentanesulfonylcarbamoyl)benzimidazole (313) > 

By using the method of Example 98, l-(2,4-dichlorobenzyl)-2-methyl-6-(l- 
pentanesulfonylcarbamoyl)benzimidazole (313) (0.1 96g) was obtained from 6-carboxy-l- 
(2,4-dichlorobenzyl)-2-methylbenzimidazole (0.300g), N,N'-carbonyldiimidazole (0.323g), 
1-pentanesulfonamide (0.301g) and diazabicycloundecene (0.303g). ~~ 
[Physical Characteristics of the Compound (313)] 

] H-NMR(DMSO-d6,6): 0.81 (3H, t, J = 7.3Hz), 1.22 - 1.30 (2H, m), 1.32- 1.39 (2H, m), 



I. 64-1.71 (2H,m), 2.50 (3H, s), 3.50 (2H, t, J = 7.SHz), 5.59 (2H, s), 6.45(lH,d,J = 
S.4Hz), 7.33(lH,dd,J = 2.2andS.5Hz), 7.69 (1H, t, J = 8.5Hz), 7.76 (1H, d, J = 2.1Hz), 
7.80 (1H, dd f J — 1 .6 and S.5Hz), 8.10. (lH,s), 1 1.89 (lH, s). 

IR(Nujol): 1682cm" 1 . 
mp: 213.2 -214.6°C. 

< Example 252; Synthesis of l-(Biphenyl-4-ylmethyl)-2-ethyl-6-[l-[3-(melhylthio)propane] 
sulfonylcarbamoyl]benzimidazole (314) > 

By using the method of Example 98, l-(biphenyl-4-ylmethyl)-2-ethyl-6-[l-[3- 
(methylthio)propane]sulfonylcarbamoyl]benzimidazole (314) (0.1 78g) was obtained from 6- 
carboxy-1 -(biphenyl-4-ylmethyl)-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole 
(0.272g), l-[(3-methylthio)propane]sulfonamide (0.285g) and diazabicycloundecene 
(0.256g). 

[Physical Characteristics of the Compound (314)] 

*H-NMR (DMSO-d6, S): 1.30 (3H, t, J = 7.5Hz), 1.91 - 1.99 (2H, m), 1.97 (3H,s), 2.58 
(2H, t, J = 7.2Hz), 2.90 (2H, q, J = 7.6Hz), 3.55 - 3.61 (2H, m), 5.60 (2H, s), 7.18 (2H, d, J 
= 8.2Hz), 7.35 (1H, t, J = 7.3Hz), 7.44 (2H, t, J = 7.5Hz), 7.60 - 7.66 (4H, m), 7.69 (1H, d, 
J = 8.5Hz), 7.82(lH,dd,J=1.8and8.5Hz), 8.24 (1H, s), 11.98(lH,s). 
IR(Nujol): 1671cm -1 . 
mp: 89.9-91.2°C. 

< Example 253; Synthesis of l-(4-Biphenylmethyl)-2-ethyl-6-(l-pentanesulfonylcarbamoyl) 
benzimidazole (315) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(l- 
pentanesulfonylcarbamoyl)benzimidazole (315) (0.25 8g) was obtained from 6-carboxy-l-(4- 
biphenylmethyl)-2-ethylbenzimidazole (0.300g), N,N*-carbonyldiimidazole (0.272g), 1- 
pentanesulfonamide (0.254g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (315)] 

! H-NMR (DMSO-d6, 5): 0.87 (3H, t, J = 7.2Hz), 1.22- 1.39 (4H, m), 1.30 (3H, t, J = 
7.5Hz), 1.66 - 1.73 (2H, m), 2.90 (2H, q, J = 7.4Hz), 3.51 (2H, t, J = 7.7Hz), 5.60 (2H, s), 
7.18(2H,d,J = 8.2Hz), 7.34 (1H, t, J = 7.4Hz), 7.44 (2H, t, J = 7.6Hz), 7.60 - 7.67 (4H, 
m), 7.71 (1H, d, J = 8.4Hz), 7.81 (1H, dd, J = 1.6 and 8.4Hz), 8.27 (1H, d, J = 1.1 Hz), 

II. 92 (1H, s). 
IR(Nujol): 1682cm' 1 . 
mp: 175.3- 178.4°C. 

< Example 254; Synthesis of 6-( 1 -Butanesulfonylcarbamoyl)- 1 -(2,4-dichlorobenzyl)-2- 
ethylbenzimidazole (3 1 6) > 

By using the method of Example 98, 6-(l -butanesulfonylcarbamoyl)- 1 -(2,4- 
dichlorobenzyl)-2-ethylbenzimidazole (316) (0.253g) was obtained from 6-carboxy-l-(2,4- 



, . dichlorobenzyl)-2-ethyIbenzimidazole (0.300g), N,N'-carbonyldiimidazole (0.25Sg), 1 - 
butanesulfonamide (0.21 7g) and diazabicycloundccene (0.262g). 
[Physical Characteristics of the Compound (316)] 

'H-NMR(DMSO-d6,5): 0.S5 (3H, t, J = 7.4Hz), K27 (3H, t, J = 7.4Hz) } 1.35 - 1.43 (2H, 
m), 1.63- 1.70 (2H,m), 2.81 (2H, q, J = 7.4Hz), 3.51 (2H, t, J = 7.7Hz), 5.59 (2H, s), 6.41 
(lH,d,J = S.4Hz), 7.32(lH,dd, J = 2.0 and 8.4Hz), 7.73 (1H, d, J = 8.4Hz), 7.76(lH,d,J 
= 2.0Hz), 7.81 (lH,dd,J= 1.5 and 8.5Hz), 8.12 (1H, d, J = 1.6Hz), 11.87 (lH,s). 
IR(Nujol): 1694cm" 1 . 
mp: 175.7 -176.9°C. 

< Example 255; Synthesis of l-(4-Biphenylmethyl)-2-ethyI-6-[l-(3-methyl) 
butanesulfonylcarbamoyljbenzimidazole (317) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-[l-(3- 
methyl)butanesulfonylcarbamoyI]benzimidazole (317) (0.273g) was obtained from l-(4- 
biphenylmethyl)-6-carboxy-2-ethylbenzimidazole (0.300g), N,N'-carbonyldiimidazole 
(0.272g), l-(3-methyl)butanesulfonamide (0.254g) and diazabicycloundecene (0.256g). 
[Physical Characteristics of the Compound (317)] 

] H-NMR (DMSO-d6, 5): 0.85 (6H, d, J = 6.5Hz), 1.30 (3H, t, J = 7.4Hz), 1.55 - 1.62 (2H, 
m), 1.63- 1.70 (lH,m), 2.90 (2H, q, J = 7.4Hz), 3.52 (2H, t, J = 7.9Hz), 5.61 (2H, s), 7.19 
(2H, d, J= 8.3Hz), 7.35 (1H, t, J - 7.4Hz), 7.44 (2H, t, J = 7.5Hz), 7.61 - 7.66 (4H, m), 
7.71 (lH,d,J = 8.5Hz), 7.81 (1H, dd, J = 1.6 and 8.4Hz), 8.27 (lH,s), 11.95 (lH,s). 
IR(Nujol): 1682cm* 1 . 
mp: 102.8 - 104.5°C. 

< Example 256; Synthesis of l-(2,4-DichIorobenzyl)-5-ethoxycarbonyl-2- 
methylbenzimidazole (3 1 8) > 

By using the method of Production Example 14, 4-[N-[(2,4- 
dichlorobenzyl)acerylamino]-3-nitro-ethylbenzoate was obtained from 4-acetylamino-3-nitro- 
ethylbenzoate (1.525g) and 2,4-dichlorobenzyl chloride (L42g). By using the method of 
Example 24, without purification, this material was altered to l-(2,4-dichlorobenzyl)-5- 
ethoxycarbonyl-2-methylbenzimidazole (318) (1.476g). 
[Physical Characteristics of the Compound (318)] 

'H-NMR (CDC1 3 , 5): 1.42 (3H, t, J = 7.1Hz), 2.57 (3H, s), 4.41 (2H, q, J - 7.1Hz), 5.38 
(2H,s), 6.35 (lH,d, J = 8.4Hz), 7.09 (1H, dd, J = 2.0 and 8.4Hz), 7.16 (1H, d } J = 8.9Hz), 
7.49 (1H, d, J = 2.0Hz), 7.96 (1H, dd, J = 1.5 and 8.5Hz), 8.46 (1H, s). 

< Example 257; Synthesis of 5-Carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole 
(319) > 

By using the method of Example 53, 5-carboxy-l-(2,4-dichlorobenzyI)-2- 
methylbenzimidazole (319) (1.195g) was obtained from l-(2,4-dichlorobenzyl)-5- 



ethoxycarbonyl-2-methyIbcnzimidazole (L465g). 
[Physical Characteristics of the Compound (319)] 

l H-NMR(DMSO-d6,5): 2.4S (3H, s), 5.56 (2H, s), 6.53 (1H, d, J = 8.4Hz), 7.32(lH,dd,J 
= 2.1 and 8.4Hz), 7.44 (1H, d, J = S.4Hz), 7.73 (1H, d, J = 2.2Hz), 7.7S (1H, dd, J = 1.5 and 
8.4Hz), S.15(lH,d,J = 1.3Hz). 

< Example 258; Synthesis of 5-(l-Butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (320) > 

By using the method of Example 9S, 5-(l-butanesulfonylcarbamoyl)-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (320) (0.690g) was obtained from 5-carboxy-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (0.565g), N,N*-carbonyldiimidazole (0.504g), 1- 
butariesulfonamide (0.427g) and diazabicycloundecene (0.473g). 
[Physical Characteristics of the Compound (320)] 

] H-NMR(DMSO-d6,5): 0.87 (3H, t, J = 7.3Hz), 1.41 (2H,m), 1.68 (2H,m), 2.49 (3H, s), 
3.52 (2H,m), 5.58 (2H, s), 6.53 (1H, d, J = 8.4Hz), 7.33 (1H, dd, J = 2.1 and 8.4Hz), 7.50 
(lH,d, J = 8.5Hz), 7.73 (1H, d, J = 2.1Hz), 7.78 (1H, dd, J = 1.5 and 8.5Hz), 8.24 (1H, s), 
11.97(lH,brs). 
IR(Nujol): 1674cm -1 . 
mp: 135.4- 139.2°C. 

< Example 259; Synthesis of l-(4-Biphenylmethyl)-5-ethoxycarbonyl-2-ethylbenzimidazole 
(321) > 

By using the method of Production Example 14, 4-[N-[(4- 
biphenylmethyl)propionylamino]-3-nitro-ethylbenzoate was obtained from 4- 
propionylamino-3-nitro-ethylbenzoate (1.50g) and 4-bromomethylbiphenyl (1.67g). By 
using the method of Example 24, without purification, this material was altered to l-(4- 
biphenylmethyl)-5-ethoxycarbonyl-2-ethylbenzimidazole (321) (1.23g). 
[Physical Characteristics of the Compound (321)] 

3 H-NMR (CDCI3, 5): 1.40 (3H, t, J = 7.1Hz), 1.45 (3H, t, J = 7.6Hz), 2.90(2H,q,J- 
7.6Hz), 4.39 (2H, q, J = 7.1Hz), 5.40 (2H, s), 7.09 (2H, d, J = 8.2Hz), 7.27 (1H, d, J = 
8.8Hz), 7.34 (1H, m), 7.42 (2H, t), 7.55 - 7.51 (4H, m), 7.97 (1H, dd s J = 1.5 and 8.4Hz), 
8.52 (1H, d, J = 1.2Hz). 

< Example 260; Synthesis of l-(4-Biphenylmethyl)-5-carboxy-2-ethylbenzimidazole (322) > 

By using the method of Example 53, l-(4-biphenylmethyl)-5-carboxy-2- 
ethylbenzimidazole (322) (0.870g) was obtained from l-(4-biphenylmethyl)-5- 
ethoxycarbonyl-2-ethylbenzimidazole (l.OOg) > 

[Physical Characteristics of the Compound (322)] ~ 
] H-NMR (DMSO-d6, 8): 1.30 (3H, t, J = 7.4Hz), 2.90 (2H, q, J = 7.4Hz), 5.57 (2H, s), 
7.17 (2H, d, J = 8.3Hz), 7.33 (1H, m), 7.42 (2H, t), 7.63 - 7.57 (5H, m), 7.81 (1H, dd, J = 



1 -6 and S.GHz), S.1S (1H, d, J = 1 .3Hz), 12.67(1H, br s). 

< Example 261; Synthesis of l-(4-BiphenylmethyI)-5-(l-butanesulfonyIcarbamoyl)-2- ' 
ethylbenzimidazole (323) > 

By using the method of Example 93, l-(4-biphenylmethyI)-5-(l- 
butanesulfonylcarbamoyI)-2-ethylbenzimidazole (323) (0.305g) was obtained from l-(4- 
biphenyImethyl)-5-carboxy-2-ethylbenzimidazole (0.400g), N,N'-carbonyldiimidazole 
(0.364g), l-butanesulfonamide (0.308g) and diazabicycloundecene (0.342g). 
[Physical Characteristics of the Compound (323)] 

'H-NMR (DMSO-d6, 5): 0.86 (3H, t, J = 7.4Hz), 1.30 (3H, t, J = 7.5Hz), 1.41 (2H, m), 
1.68 (2H,m), 2.91 (2H, q, J = 7.4Hz), 3.52 (2H,m), 5.59 (2H, s), 7.16 (2H, d, J = 8.2Hz), 
7.34 (lH,t, J = 7.4Hz), 7.43 (2H, t), 7.59 - 7.65 (5H, m), 7.80 (1H, dd, J = 1.6 and 8.6Hz), 
8.24 (1H, d, J = 1.6Hz), 1 1.97 (1H, br s). 
IR(Nujol): 1682cm" 1 . 
mp: 142.9 - 144.4°C. 

< Example 262; Synthesis of l-(4-BiphenylmethyI)-2-ethyl-6-(2- 
methoxyethanesulfonylcarbamoyl)benzimidazole (324) > 

By using the method of Example 98, l-(4-biphenylmemyl)-2-ethyl-6-(2- 
methoxyethanesulfonylcarbamoyl)benzimidazole (324) (0.487g) was obtained from 
benzimidazole (0.5 13g), N,N 5 -carbonyldiimidazole (0.464g), 2-methoxyethanesulfonamide 
(0.420g) and diazabicycloundecene (0.43 8g). 
[Physical Characteristics of the Compound (324)] 

'H-NMR (DMSO-d6, 6): 1.30 (3H } t 3 J = 7.5Hz), 2.90 (2H, 1, J = 7.4Hz), 3.13 (3H, s), - 
3.70- 3.77 (4H,m), 5.60 (2H, s), 7.18 (2H, d, J = 8.2Hz), 7.35 (1H, t, J = 7.1Hz), 7.44 
(2H,t,J-7.5Hz), 7.60- 7.67 (4H, m), 7.70 (1H, d, J = 8.5Hz), 7.80 (1H, dd, J = 7.4 and 
1.3Hz), 8.25 (lH,s), 11.97 (lH,s). 
IR(NujoI): 1684cm -1 . 
mp: 94.6-97.2°C. 

< Example 263; Synthesis of 6-Ethoxycarbonyl-2-ethyl-l-[4-(4-fluorobenzyloxy)benzyl] 
benzimidazole (325) > 

A mixture of 4-propionylammo-3-amino-ethylbenzoate (0.534g), potassium 
carbonate (0.374g), 4-(4-fluorobenzyloxy)benzyl bromide (0.800g), ethyl acetate (5ml) and 
water (3ml) was stirred for 16 hours at 75°C. The organic layer was concentrated, and 
ethanol and 36% hydrochloric acid (0.46g) were added to the obtained residuum. The 
residuum was stirred for two hours as it was refluxed by heating. After neutralizing it by 
adding potassium carbonate, the solvent was concentrated under reduced pressure. Ethyl 
acetate and water were added and extraction was performed. The organic layer was 
concentrated under reduced pressure, purified using silica gel column chromatography 



[Physical Characteristics of the Compound (328)] 

l H-NMR(CDCh,5): 1.40 (3H, t, J = 7.1Hz), 1.42 (3H, t,J-= 7.5Hz), 2.86 (2H, q, J = 
7.5Hz), 4.3S(2H,q,J = 7.1Hz), 4.97 (2H, s), 5.33 (2H, s), 6.87 (2H, m), 6.9S (2H, m), 
7.22(lH,dd,J = 2.0andS.3Hz), 7.44 (1H, d, J = 8.3Hz), 7.50 (1H, d, J = 2.0Hz), 7.76 (1H, 
d,J = S.6Hz), 7.97 (1H, dd, J = 1.6 and 8.6Hz), 8.02 (1H, d, J = 1.3Hz). 

< Example 267; Synthesis of 6-Carboxy-l-[4-(3,4-dichlorobenzyloxy)benzyl]-2- 
ethylbenzimidazole (329) > 

By using the method of Example 53, 6-carboxy-l-[4-(3,4- 
dichlorobenzyloxy)benzyl]-2-ethylbenzimidazole (329) (1.82g) was obtained from 6- 
ethoxycarbonyl-2-ethyl-l-[4-(4-fluorobenzyloxy)benzyl]benzimidazole (2.01 g). 
[Physical Characteristics of the Compound (329)] 

'H-NMR (DMSO-d6, 5): 1.28 (3H, t), 2.88 (2H, q), 5.05 (2H, s), 5.47 (2H, s), 6.96 (2H, 
d), 7.04 (2H,d), 7.39 (lH,m), 7.68 - 7.59 (3H, m), 7.78 (1H, d, J = 8.4Hz), 8.06 (1H, s). 

< Example 268; Synthesis of 6-( 1-Butanesulfonyl carbamoyl)- 1-[4-(3, 4- 
dichlorobenzyloxy)benzyl]-2-ethylbenzimidazole Ammonium Salt (330) > 

By using the method of Example 98, oily 6-(l-butanesulfonylcarbamoyl)-l-[4-(3,4- 
dichlorobenzyloxy)benzyl]-2-ethylbenzimidazole was obtained from 6-carboxy-l-[4-(3,4- 
dichlorobenzyloxy)benzyl]-2-ethylbenzimidazole (O.SOOg), N,N'-carbonyldiimidazole 
(0.356g), butanesufonamide (0.301g) and diazabicycloundecene (0.334g). This was 
dissolved in ethyl acetate, and aqueous ammonia was added. Precipitated solids were 
separated through filtration, dried, and thus, 6-(l-butanesulfonylcarbamoyl)-l-[4-(3,4- 
dichlorobenzyloxy)benzyl]-2-ethylbenzimidazole ammonium salt (330) (0.5 lg) was obtained. 
[Physical Characteristics of the Compound (330)] 

] H-NMR (DMSO-d6, 6): 0.82 (3H, t, J = 7.3Hz), 1.26 (3H, t, J = 7.4Hz), 1.31 (2H, m), 
1.54 (2H, m), 2.84 (2H, q, J = 7.4Hz), 3.07 (2H, m), 5.05 (2H, s), 5.41 (2H, s), 6.95 (2H, 
d, J = 8.7Hz), 7.00 (2H, d, J = 8.7Hz), 7.41 (2H, d, J = 8.2Hz), 7.46 (2H, d, J = 8.4Hz), 
7.62 (lH,d, J = 8.2Hz), 7.68 (lH,s), 7.81 (1H, d, J = 8.4Hz ), 7.97 (1H, s). 
IR(Nujol): 1540cm' 1 . 
mp: 99.5-101.5°C. 

< Example 269; Synthesis of l-(4-Biphenylmethyl)-6-(n-butylcarbamoyl)-2- 
ethylbenzimidazole (331) > 

By using the method of Example 15, l-(4-biphenylmethyl)-6-(n-butylcarbamoyl)-2- 
ethylbenzimidazole (331) (0.295g) was obtained from l-(4-biphenylmethyl)-6- 
chlorocarbonyl-2-ethylbenzimidazole hydrochloride (0.400g), n-butylamine (0.233g) and 
triethylamine (0.215g). 

[Physical Characteristics of the Compound (331)] 

'H-NMR (DMSO-d6, 5): 0.95 (3H, t, J = 7.3Hz), 1.37- 1.48 (2H, m), 1.45(3H,t,J = 



(eluate: hexane/ethyl acetate = 1/1), and thus, 6-ethoxycarbonyl-2-ethyI-l-[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole (325) (0.228g) was obtained. 
[Physical Characteristics of the Compound (325)] 

'H-NMRCCDCb.S): 1.40 (3H, t, J = 7.1Hz), 1.42 (3H, t, J - 7.5Hz), 2.86(2H,q,J = 
7.5Hz), 4.3S(2H,q,J = 7.1Hz), 4.97 (2H, s), 5.32 (2H, s), 6.88 (2H, q, J = 8.7Hz), 6.98 
(2H,d,J = S.7Hz), 7.05(2H,t,J = S.7Hz), 7.37 (2H, m), 7.76 (2H, d, J = 8.4Hz), 7.98 (IH, 
dd, J = 1 .5 and 8.5Hz), 8.02 (1H, s). 

< Example 264; Synthesis of 6-Carboxy-2-ethyl-l-[4-(4-fluorobenzyloxy)benzyl] 
benzimidazole (326) > 

By using the method of Example 53, 6-carboxy-2-ethyI-l-[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole (326) (0.1 75g) was obtained from 6-ethoxycarbonyl- 
2-ethyI-l-[4-(4-fluorobenzyloxy)benzyI]benzimidazole (0.225g). 
[Physical Characteristics of the Compound (326)] 

'H-NMR (DMSO-d6, 5): 1.28 (3H, t, J = 7.4Hz), 2.89 (2H, q, J = 7.4Hz), 5.01 (2H, s), 
5.47 (2H,s), 6.95 (2H,d), 7.03 (2H, d), 7.18 (2H, t), 7.45 (2H, m), 7.62(lH,d,J = 
8.4Hz), 7.77(lH,d,J = 8.4Hz), 8.05 (1H, s). 

< Example 265; Synthesis of 6-(l-Butanesulfonylcarbamoyl)-2-ethyl-l-[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole Ammonium Salt (327) > 

By using the method of Example 98, oily 6-(l-butanesulfonylcarbamoyl)-2-ethyl-l- 
[4-(4-fluorobenzyloxy)benzyl]benzimidazole was obtained from 6-carboxy-2-ethyl-l -[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole (0.1 71g), N,N'-carbonyldiimidazole (0.1 37g), 
butanesulfonamide (0.1 16g) and diazabicycloundecene (0.129g). This was dissolved in ethyl 
acetate, and aqueous ammonia was added. Precipitated solids were separated through 
filtration, dried, and thus, 6-(l-Butanesulfonylcarbamoyl)-2-ethyl-l-[4-(4- 
fluorobenzyloxy)benzyl]benzimidazole Ammonium Salt (327) (0.140g) was obtained, 
[Physical Characteristics of the Compound (327)] 

*H-NMR (DMSO-d6, 6): 0.83 (3H, t), 1.25 (3H,t), 1.35 (2H,m), 1.61 (2H,m), 2.84 (2H, 
q), 3.27 (2H,m), 5.01 (2H, s), 5.42 (2H, s), 6.95 (2H, d, J = 7.8Hz), 7,02(2H,d,J = 
7.8Hz), 7.17 (2H,t), 7.44 (2H, m), 7.57 (1H, d, J = 8.1Hz), 7.82 (1H, d, J = 8.1Hz), 8.12 
(lH,s). 

IR(Nujol): 1614cm -1 . 
mp: 105-115°C. 

< Example 266; Synthesis of l-[4-(3,4-DicWorobenzyloxy)benzyl]-6-ethoxycaibonyI-2- 
ethylbenzimidazole (328) > 

By using the method of Example 263, l-[4-(3,4-dichlorobenzyloxy)benzyl]-6- 
ethoxycarbonyl-2-ethylbenzimidazole (328) (2.01g) was obtained from 4-propionylamino-3- 
amino-ethylbenzoate (1.81g) and 4-(3,4-dichlorobenzyloxy)benzyl bromide (3.1 8g). 



7.4Hz), 1.57- 1.63 (2H,m), 2.90 (2H, q, J = 7.5Hz), 3.46 (2H, q, J - 7.1Hz), 5.42 (2H, s), 
6.16 (lH.br s), 7.10 (2H. d, J = 8.1Hz), 7.34 (1H, t, J = 7.5Hz), 7.42 (2H, t, J = 7.5Hz), 
7.4S - 7.57 (5H, m), 7.87 (1H, d, J = S.4Hz), 7.91 (1H, s). 
IR(Nujol): 1621cm' 1 . 
mp: 170.5 - 173.0°C 

< Example 270; Synthesis of l-(4-BiphenylmethyI)-2-ethyl-6-(thiazole-2- 
ylcarbamoyl)benzimidazoIe (332) > 

By using the method of Example 15, l-(4-biphenylmethyl)-2-ethyl-6-(thiazole-2- 
ylcarbamoyl)benzimidazole (332) (0.1 79g) was obtained from l-(4-biphenylmethyl)-6- 
chIorocarbonyl-2-ethylbenzimidazole hydrochloride (0.400g), 2-aminothiazole (0.3 1 Sg) and 
triethylamine (0.215g). 

[Physical Characteristics of the Compound (332)] 

*H-NMR (DMSO-d6, 5): 1.48 (3H, t, J = 7.5Hz), 2.95 (2H, q, J = 7.5Hz), 5.41 (2H, s), 
6.94 (lH,d,J = 3.6Hz), 7.06 (2H, d, J = S.lHz), 7.26 (1H, d, J = 3.6Hz), 7.32(lH,t,J = 
7.4Hz), 7.39 (2H, t, J = 7.3Hz), 7.47 - 7.51 (4H, m), 7.87 (2H, s), 8.03 (1H, s), 1 1.15 (1H, 
s). 

IR(Nujol): 1652cm* 1 . 
mp: 225.2 -227.7°C. 

< Example 271; Synthesis of l-(4-Biphenylmethyl)-2-ethyl-6-(2- 
pyridylcarbamoyl)benzimidazole (333) > 

By using the method of Example 98, l-(4-biphenylmethyl)-2-ethyl-6-(2- 
pyridylcarbamoyl)benzimidazole (333) (0.1 16g) was obtained from l-(4-biphenylmethyl)-6- 
carboxy-2-ethylbenzimidazole (0.300g), N,N*-carbonyldiimidazoIe (0.272g), 2- 
aminopyridine (0.158g) and diazabicycloundecene (0.25 6g). 
[Physical Characteristics of the Compound (333)] 

] H-NMR (CDC1 3 , 8): 1.47 (3H, t, J - 7.6Hz), 2.93 (2H, q, J = 7.4Hz), 5.45 (2H, s), 7.06 
(lH,dd, J - 7.4 and 4.9Hz), 7.10 (2H, d, J = 8.1Hz), 7.34 (1H, t, J = 7.4Hz), 7.42(2H,t,J = 
7.6Hz), 7.50 - 7.55 (4H, m), 7.75 (1H, t, J = 7.9Hz), 7.79 (1H, d, J = 8.4Hz), 7.86 (1H, d, J 
= 8.4Hz), 7.98 (1H, s), 8.30 (1H, d, J = 6.2Hz), 8.38 (1H, d, J = 8.4Hz), 8.62 (1H, s). 
IR(Nujol): 1661cm" 1 . 
mp: 160.9- 164.5°C. 

< Example 272; Synthesis of 6-(n-Butylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (334) > 

By using the method of Example 15, 6-(n-butylcarbamoyl)-l-(2,4-dichlorobenzyl)- 
2-methylbenzimidazole (334) (0.1 56g) was obtained from 6-chlorocarbonyl-l-(2,4- 
dichlorobenzyl)-2-ethylbenzimidazole hydrochloride (0.300g), triethylamine (0.181g) and n- 
butylamine (0. 1 96g) . 



mp: 201.0- 204. 1°C. 

< Example 226; Synthesis of l-(2-ChlorobenzyI)-6-(l-hexanesu]fonylcarbamoy])-2- 
methylbenzimidazole (2SS) > 

By using the method of Example 98, l-(2-chlorobenzyl)-6-(l- 
hexanesulfonylcarbamoyI)-2-methylben2imidazole (2SS) (0.379g) was obtained from 6- 
carboxy-l-(2-chlorobenzyl)-2-methylbenzimidazole (0.300g), N,N'-carbonyIdiimidazole 
(0.323g), 1-hexanesulfonamide (0.335g) and diazabicycloundecene (0.303g). 
[Physical Characteristics of the Compound (288)] 

'H-NMR(DMSO-d6,6): 0.81 (3H, t, J = 7.0Hz), 1.18 - 1.28 (4H, m), 1.32- 1.41 (2H. m), 
1.63 - 1.71 (2H, m), 2.53 (3H, s), 3.50 (2H, t, J = 7.7Hz), 5.64 (2h, s), 6.51 (1H, d, J = 
7.7Hz), 7.25 (lH,dt, J =1.2 and 7.8Hz), 7.36 (1H, dt, J = 1.4 and 7.7Hz), 7.58 (1H, dd, J - 
1 .0 and 8.0Hz), 7.72 (1H, d, J = 8.5Hz), 7.84 (1H, dd, J = 1 .6 and 8.5Hz), 8.15 (1H, d, J = 
1.3Hz), 11.87(lH,s). 
IR(KBr): 1682cm* 1 . 
mp: 141.2- 143.5°C. 

< Example 227; Synthesis of 6-t-Butoxycarbonylamino-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (289) > 

By using the method of Example 18, 6-t-butoxycarbonylamino-l-(2-chlorobenzyl)- 
2-methylbenzimidazole (289) (0.760g) was obtained from 6-carboxy-l-(2-chlorobenzyI)-2- 
methylbenzimidazole (l.Olg), diphenylphosphorylazide (1ml), diisopropylethylamine (1ml), 
and t-butylalcohol (25ml). 
[Physical Characteristics of the Compound (289)] 

] H-NMR(CDC1 3 ,5): 1.49 (9H,s), 2.47 (3H, s), 5.37 (2H, s), 6.41 (IH, d, J = 7.5Hz), 6.55 
(lH,brs), 6.93(lH,dd, J = 1.9 and 8.6Hz), 7.08 (1H, t, J = 7.5Hz), 7.22 (1H, t), 7.44(1H, 
d, J = 8.0Hz), 7.62(2H,d,J = 8.6Hz). 

< Example 228; Synthesis of 6-Amino-l-(2-chlorobenzyl)-2-methylbenzimidazole (290) > 

By using the method of Example 22, 6-amino-l-(2-chlorobenzyl)-2- 
methylbenzimidazole (290) (0.420g) was obtained from 6-t-butoxycarbonylamino-l-(2- 
chlorobenzyl)-2-methylbenzimidazole (0.760g). 
[Physical Characteristics of the Compound (290)] 

•H-NMR(DMSO-d6,5): 2.37 (3H, s), 4.83 (2H, br s), 5.32 (2H, s), 6.33(lH,d,J = 
1.9Hz), 6.42(lH,d,J = 7.7Hz), 6.46 (1H, dd, J= 1.9 and 8.5Hz), 7.19 - 7.24 (2H, m), 7.31 
(lH,t), 7.53 (lH,d, J = 7.9Hz). 

< Example 229; Synthesis of 6-(l-Butanesulfonylamino)-l-(2-chlorobenzyl>2- 
methylbenzimidazole (291) > 

By using the method of Example 20, 6-(l-butanesulfonylamino)-l-(2-chlorobenzyl)- 



2-methylbenzimidazole (291) (0.230g) was obtained from 6-amino-H2-chlorobenzyl)-2- 
methylbenzimidazole (0.300g), l-butanesulfonyl chloride (0.2 16g), and triethylamine 
(0.1 30g). 

[Physical Characteristics of the Compound (291)] 

, H-NMR(DMSO-d6,5): 0.74 (3H, m), 1.23(2H,m), 1.55 (2H, m), 2.50 (3H, s), 2.89 
(2H,m), 5.47 (2H,s), 6.58 (IH, d, J = 7.4Hz), 7.02 (1H, d, J = 8.5Hz), 7.10 (lH,s), 7.23 

(lH,t), 7.33 (1H, t), 7.52 (2H,m), 9.55 (lH,s) 
IR(KBr): 1629cm'' 
mp: 149.5-151.0°C. 

< Production Example 46; Production of 2-[N-(2,4-Dichlorobenzyl)acetylaniino]-3-nitro- 
methylbenzoate > 

By using the method of Production Example 14, 2-[N-(2,4- 
dichlorobenzyl)acetylamino]-3-nitro-methylbenzoate (0.250g) was obtained from 2- 
acetylamino-3-nitro-methylbenzoate (l.OOg) and 2,4-dichlorobenzyl chloride (0.985g). 
[Physical Characteristics of Compound] 

'H-NMR (CDCl 3l 5): 1.99 (3H,s), 3.71 (3H, s), 4.85 (1H, d, J = 4.5Hz), 4.98 (lH,d,J = 
4.5Hz), 7.17- 7.22 (2H,m), 7.46 (1H, d, J = 7.9Hz), 7.63 (1H, t, J = 7.9Hz), 7.98(lH,d,J 
= 8.0Hz), 8.09(lH,d,J = 7.9Hz). 

< Example 230; Synthesis of l-(2,4-Dichlorobenzyl)-7-ethoxycarbonyl-2- 
methylbenzimidazole (292) > 

By using the method of Example 24, l-(2,4-dichlorobenzyl)-7-ethoxycarbonyl-2- 
methylbenzimidazole (292) (5.15g) was obtained from 2-[N-(2,4- 
dichlorobenzyl)acetylamino]-3-nitro-methylbenzoate (6.50g). 
[Physical Characteristics of the Compound (292)] 

] H-NMR (CDC1 3 , 5): 2.53 (3H, s), 3.70 (3H s s), 5.72 (2H, s), 6.26 (1H, d, J = 8.4Hz), 7.04 
(1H, dd, J = 2.0 and 8.4Hz), 7.28 (1H, t, J - 7.9Hz), 7.45 (1H, d, J = 2.0Hz), 7.75 (1H, d, J 
= 7.8Hz), 7.93 (1H, d, J = 7.9Hz). 

< Example 231; Synthesis of 7-Carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole 
(293) > 

By using the method of Example 53, 7-carboxy-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (293) (1.76g) was obtained from l-(2,4-dichlorobenzyl)-7- 
ethoxycarbonyl-2-methylbenzimidazole (2.00g). 
[Physical Characteristics of the Compound (293)] 

•H-NMR(DMSO-d6, 6): 2.49 (3H, s), 5.81 (2H, s), 6.09 (IH, d, J = 8.4Hz), 7.21 - 7.28 (2H, 
m), 7.62(lH,d,J = 7.8Hz), 7.67 (1H, d, J = 2.2Hz), 7.83 (1H, d, J = 8.0Hz), 13.04 (lH,br- 
s). 



< Example 232; Synthesis of 7-(l-ButanesulfonyIcarbanioyl)-I-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (294) > 

By using the method of Example 98, 7-(l-butanesulfonylcarbamoyl)-l-(2,4T 
dichlorobenzyl)-2-methylbenzimidazole (294) (0.325g) was obtained from 7-carboxy-l-(2,4- 
dichIorobenzyl)-2-methylbenzimidazole (0.463g), N.N'-carbonyldiimidazole (0.44Sg), 1- 
butanesulfonamide (0.379g) and diazabicycloundecene (0.42 lg). 
[Physical Characteristics of the Compound (294)] 

] H->MR(DMSO-d6,S): 0.84 (3H, t, J = 7.3Hz), 1.33 (2H, m), 1.44 (2H, m), 2.53 (3H, s), 
3.16 (2H,m), 5.64(2H,s), 6.03 (1H, d, J = 8.4Hz), 7.25 (1H, dd, J = 2.1 and 8.4Hz), 7.30 
(lH,t,J = 7.SHz), 7.44(lH,d f J = 7.4Hz), 7.68 (1H, d, J = 2.1Hz), 7.87 (1H, d, J = 7.8Hz), 
12.18 (1H, br s). 
IRflCBr): 1690 cm" 1 , 
mp: 9S.5-102.0°C. 

< Example 233; Synthesis of l-(2-Chlorobenzyl)-2-methyl-6-[l-[3-(trimethylsilyl)propane] 
sulfonylcarbamoyljbenzimidazole (295) > 

By using the method of Example 149, l-(2-chIorobenzyl)-2-methyl-6-[l-[3- 
(trimethylsilyl)propane]sulfonylcarbamoyl]benzimida2ole (295) (0.604g) was obtained from 
6-carboxy- 1 -(2-chlorobenzyl)-2-methylbenzimidazole (0.400g), N,N'-carbonyldiimidazole 
(0.43 lg), l-[3-(trimethylsilyl)propane]sulfonamide (0.520g), and diazabicycloundecene 
(0.404g). 

[Physical Characteristics of the Compound (295)] 

] H-NMR (DMSO-d6, 6): -0.06 (9H, s), 0.61 (2H, t, J = 8.6Hz), 1.66 - 1.73 (2H, m), 2.50 
(3H, s), 3.51 (2H, t s J = 7.7Hz), 5.61 (2H, s), 6.46 (1H, d, J = 7.8Hz), 7.24 (1H, t, J = 
7.6Hz), 7.35 (1H, t, J = 7.6Hz), 7.57 (1H, dd, J = 7.9 and 0.9Hz), 7.70 (1H, d, J = 8.5Hz), 
7.81 (lH,dd,J= 1.5 and 8.5Hz); 8.12 (1H, d, J = 1.4Hz), 11.98 (lH,s). 
IR(KBr): 1688cm- 1 . 
mp: 197.0 - 203.9°C. 

< Example 234; Synthesis of 4-Ethoxycarbonyl-2-methylbenzimidazole (296) > 

A mixture of 2-acetylamino-3nitromethylzenzoate (8.03g), reduced iron (18.8g), 
acetic acid (20ml), and ethanol (40ml) was refluxed by heating for 18 hours. After the 
solvent was concentrated, chloroform and 10% hydrochloric acid was added to the residuum 
and extraction was performed. After a saturated sodium hydrogencarbonate aqueous solution 
was added to the water layer to turn it basic, chloroform extraction was performed. The 
chloroform was removed under reduced pressure and thus, 4-ethoxycarbonyl-2- 
methylbenzimidazole (296) (1.61g) was obtained. 
[Physical Characteristics of the Compound (296)] 

, H-I^MR(CDCl 3) 5):1.43(3H,t), 2.66 (3H, s), 4.45 (2H, q), 7.24 - 7.28 (1H, m), 7.84- 
7.89 (2H,m), 10.26 (1H, br s). 



< Example 235; Synthesis of l-(2,4-Dichlorobenzyl)-4-elhoxycarbonyl-2- 
methylbenzimidazole (297) > 

A mixture of 4-ethoxycarbonyl-2-methylbenzimidazole (1.61g), 2,4-dichlorobenzyl 
chloride (3.0Sg), potassium iodide (1.51§), potassium carbonate (1.05g) and N,N- 
dimethylformamide (4ml) was stirred for 16 hours at S0°C. Chloroform and water were 
added and extraction was performed. The chloroform layer was washed with water, dried, 
and concentrated. The residuum was purified using silica gel column chromatography 
(eluate: hexane/ethyl acetate = 2/8) and thus. l-(2.4-dichlorobenzyl)-4-ethoxycarbonyl-2- 
methylbenzimidazole (297) (0.730g) was obtained. 
[Physical Characteristics of the Compound (297)] 

'H-NMR (CDC1 3 , 6): 1.47 (3H, t, J = 7.1Hz), 2.63 (3H, s), 4.52 (2H, q, J = 7.1Hz), 5.39 
(2H, s), 6.30 (1H, d, J = 8.4Hz), 7.06 (1H, dd, J = 2.1 and 8.4Hz), 7.25 (1H, t, J = 7.9Hz), 
7.32 (1H, dd, J = 1.0 and 7.9Hz), 7.48 (1H, d, J = 2.0Hz), 7.93 (1H, dd, J = 1,0 and 7.7Hz). 

< Example 236; Synthesis of 4-Carboxy-l-(2,4-dichlorobenzyl)-2-methylbenzimidazole 
(298) > 

By using the method of Example 53, 4-carboxy-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (298) (0.575g) was obtained from l-(2,4-dichlorobenzyl)-4- 
ethoxycarbonyl-2-methylbenzimidazole (0.730g). 
[Physical Characteristics of the Compound (298)] 

'H-NMR (DMSO-d6, 5): 2.65 (3H, s), 5.67 (2H, s), 6.73 (1H, d, J = 8.3Hz), 7.33(lH,dd,J 
= 2.2 and 8.4Hz), 7.39 (1H, t, J = 7.9Hz), 7.74 (1H, d, J = 2.2Hz), 7.76 (1H, d, J = 8.2 
7.7Hz), 7.85 (lH,d, J = 7.5Hz). 

< Example 237; Synthesis of 4-(l-Butanesulfonylcarbamoyl)-l-(2,4-dichlorobenzyl)-2- 
methylbenzimidazole (299) > 

By using the method of Example 98, 4-(l-butanesulfonylcarbamoyl)-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (299) (0.275g) was obtained from 4-carboxy-l-(2,4- 
dichlorobenzyl)-2-methylbenzimidazole (0.350g), N,N'-carbonyldiimidazole (0.339g), 1- 
butanesulfonamide (0.287g) and diazabicycloundecene (0.31 8g). 
[Physical Characteristics of the Compound (299)] 

1 H-NMR (DMSO-d6, 6): 0.86 (3H, t, J = 7.3Hz), 1.42 (2H, m), 1.73 (2H, m), 2.61 (3H, s), 
3.61 (2H, m), 5.65 (2H, s), 6.67 (1H, d, J = 8.4Hz), 7.32 (1H, dd, J = 2.1 and 8.4Hz), 7.39 
(1H, t, J = 7.9Hz), 7.73 (1H, d, J = 2.1Hz), 7.78 (1H, d, J = 8.0Hz), 7.91 (1H, d, J = 7.7Hz), 
12.66 (1H, br s). 
IR(KBr) : 1699 cm" 1 , 
mp: 180.7- 183.6°C. 



< Example 238; Synthesis of l-(4-Benzyloxybenzyl)-6-ethoxycarbonyl-2- 



methylbenzimidazole (300) > 

By using the method of Production Example 14, preliminarily purified 3-[N-(4- 
benzyIoxybenzyl)acetylannno]-4-nitroethylzenzoate was obtained from 3-acetylamino-4- 
nitro-ethylbenzoate (2.00g) and 4-chlorobenzyl chloride (3.69g). Subsequently, by using the 
method of Example 24, preliminarily purified l-(4-benzyloxybenzyl)-6-ethoxycarbonyI-2- 
methylbenzimidazole (300) (4.09g) was obtained. 

< Example 239; Synthesis of l-(4-BenzyloxybenzyI)-6-carboxy-2-methylbenzimidazole 
(301) > 

By using the method of Example 53, l-(4-benzyloxybenzyl)-6-carboxy-2- 
methylbenzimidazole (301) (U3g) was obtained from l-(4-benzyloxybenzyI)-6- 
ethoxycarbonyl-2-methylbenzimidazole (4.09g). 
[Physical Characteristics of the Compound (301)] 

] H-NMR(DMSO-d6 } 5): 2.57 (3H, s), 5.05 (2H, s), 5.48 (2H, s), 6.97 (2H, d, J = 8.6Hz), 
7.08 (2H, d, J = 8.5Hz), 7.28 - 7.43 (5H, m), 7.60 (1H, d, J = 8.3Hz), 7.78 (1H, d, J = 
7.5Hz), 8.07 (lH,s), 12.72 (lH,s). 

< Example 240; Synthesis of l-(4-Benzyloxybenzyl)-6-(l-butanesulfonylcarbamoyl)-2- 
methylbenzimidazole (302) > 

By using the method of Example 149, l-(4-benzyloxybenzyl)-6-(l- 
butanesulfonylcarbamoyl)-2-methylbenzimidazole (302) (0.206g) was obtained from 6- 
carboxy-l-(2-benzyloxybenzyl)-2-methylbenzimidazole (0.300g), N,N'-carbonyldiimidazole 
(0.242g), 1-butanesulfonamide (0.204g), and diazabicycloundecene (0.227g). 
[Physical Characteristics of the Compound (302)] 

^-NMRCDMSO-d^S): 0.87 (3H, t, J = 7.3Hz), 1.38 - 1.43 (2H, m), 1.64- 1.71 (2H, m), 
2.54 (3H,s), 3.49 (2H, t, J = 6.8Hz), 5.05 (2H, s), 5.45 (2H, s), 6.98 (2H, d, J = 8.7Hz), 
7.10 (2H, d, J = 8.7Hz), 7.31 (1H, t, J = 7.2Hz), 7.37 (2H, t, J = 7.2Hz), 7.41 (2H, d, J = 
7.3Hz), 7.62 (1H, d, 8.5Hz), 7.79 (1H, dd, J- 1.5 and 8.4Hz), 8.23 (1H, s), 11.93 (lH,s). 
IR(KBr): 1684 cm" ] . 
mp: 132.4- 137.7°C. 

< Example 241; Synthesis of 6-Ethoxycarbonyl-l-[(2'-cyanobiphenyl-4-yl)methyl]-2- 
methylbenzimidazole (303) > 

By using the method of Production Example 14, preliminarily purified 3-[N-[(2'- 
cyanobiphenyl-4-yl)methyl]acetylamino]-4-nitroethylzenzoate (0.750g) was obtained from 3- 
acetylamino-4-nitro-ethylbenzoate (l.OOg) and 4 , -bromomethyl-2-cyanobiphenyl (1.30g). 
Subsequently, by using the method of Example 24, 6-ethoxycarbonyl-l-[(2'-cyanobiphenyl- 
4-yl)methyl]-2-methylbenzimidazole (303) (0.41 Og) was obtained. 
[Physical Characteristics of the Compound (303)] 

'H-NMRCCDCU.S): 1.40 (3H,t), 2.63 (3H, s), 4.39 (2H, q), 5.46 (2H, s), 7.17 (2H,d), 



7.40- 7.66 (5H,m), 7.73 - 7.7S (2H, m), S.00 (1H, dd, J = 1.5 and S.5Hz), S.05(lH,d,J = 
1.2Hz). 



< Example 242; Synthesis of 6-Carboxy-l-[(2 , -cyanobiphenyl-4-yl)methyl]-2- 
methylbenzimidazole (304) > 

By using the method of Example 53, 6-carboxy-l-[(2'-cyanobiphenyl-4-yl)methyl]- 
2-methylbenzimidazole (304) (0.1 90g) was obtained from 6-ethoxycarbonyl-l-[(2*- 
cyanobiphenyl-4-yl)methyl]-2-methylbenzimidazole (0.4 1 Og). 
[Physical Characteristics of the Compound (304)] 

■H-NMRCDMSO-de.S): 2.59 (3H, s), 5.67 (2H, s), 7.24 (2H, d, J = 8.1Hz), 7.53-7.64 
(5H,m), 7.75(lH,t,J = 7.7Hz), 7.80 (lH,d), 7.92 (1H, d, J = 7.7Hz), 8.12 (lH,s), 12.74 
(1H, br s). 

< Example 243; Synthesis of 6-(l-Butanesulfonylcarbamoyl-l-[(2'-cyanobiphenyl-4- 
yl)methyl]-2-methylbenzimidazole (305) > 

By using the method of Example 155, 6-(l-butanesulfonylca^bamoyl-l-[(2 , - 
cyanobiphenyl-4-yl)methyl]-2-methylbenzimida2ole (305) (0.1 55g) was obtained from 6- 
carboxy-l-[(2 , -cyanobiphenyl-4-yl)methyl]-2-methylbenzimidazole (0.1 87g), N,N*- 
carbonyldiimidazole (0.1 60g), 1-butanesulfonamide (0.1 35g) and diazabicycloundecene 
(0.1 50g) through purification using silica gel column chromatography (eluate: 
chloroform/methanol = 20/1). 
[Physical Characteristics of the Compound (305)] 

'H-NMR (DMSO-d6, 8): 0.83 (3H, t, J = 7.4hz), 1.34(2H,m), 1.60 (2H.ni), 2.56 (3H, s), 
3.27 (2H,m), 5.62 (2H, s), 7.23 (2H, d, J = 8.2Hz), 7.53 - 7.57 (4H, m), 7.60 (1H, d, J = 
7.8Hz), 7.75 (lH,dt, J = 1.0 and 7.8Hz), 7.83 (1H, dd, J = 1.5 and 8.4Hz), 7.92 (lH.d), 
8.13 (lH,s), 11.92(lH,brs). 
IR(KBr): 2223 cm -1 . 
mp: 115-118°C. 

< Production Example 47; Production of 2-Fluoro-4'-methylbiphenyl > 

1.6M-n-butyllithiumhexane solution (30ml) was added to tetrahydrofuran (30ml), 
the tetrahydrofuran was chilled to -78°C under a nitrogen environment beforehand. 
Subsequent to this addition, a tetrahydrofuran (30ml) solution of 4-bromotoluene (8.33g) was 
added. Then, the solution was stirred for one hour at -78°C. A tetrahydrofuran (30ml) 
solution of zinc chloride (6.64g), which had been heat-dissolved and dehydrated under 
reduced pressure, was added to the solution at -78°C and the solution was stirred for one hour 
at room temperature. This solution was added to a tetrahydrofuran (30ml) solution of 2- 
fluoroiodobenezen (7.22g) and tetrakis(triphenylphosphyne)palladium (0) (0.52g) at room 
temperature, and the solution was stirred for a day and a night. The reaction solution was 
diluted with ethyl acetate (300ml), 10% hydrochloric acid was added, and extraction was 



